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(57) Abstract: Agents for improving learning or memory which are 
useful in treating dementia in association with dysmncsia caused by 
cerebrovascular disorder, nerve degeneration diseases such as Alzheimer's 
disease, endocrine diseases, nutritional/metabolic errors, tumor, infectious 
diseases, drug poisoning, etc. These agents contain as the active 
ingredient isoquinoline derivatives having a specific structure (for example, 
(4aR, 1 2aR)-2-methy l-4a-(3-hydroxy phenyl)- 1 ,2,3,4,4a,5, 1 2, 1 2a-octahy- 
dro-quinolinc[2,3-g]isoquino1ine) or pharmacologically acceptable salts 
thereof. 
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682 CH2CH2Ph OH CI 7-NH2 Me Me 

683 CH2CH2Ph OH CI 7-NH2 Me NH2 

684 CH2CH2Ph OH CI 7-NH2 Me OH 

685 CH2CH2Ph OH CI 5-Me H Me 

686 CH2CH2Ph OH CI 5-Me H NH2 

687 CH2CH2Ph OH CI 5-Me H OH 

688 CH2CH2Ph OH CI 5-Me Me Me 

689 CH2CH2Ph OH CI 5-Me Me NH2 

690 CH2CH2Ph OH CI 5-Me Me OH 

691 CH2CH2Ph OH CI 6-Me H Me 

692 CH2CH2Ph OH CI 6-Me H NH2 

693 CH2CH2Ph OH CI 6-Me H OH 

694 CH2CH2Ph OH CI 6-Me Me Me 

695 CH2CH2Ph OH CI 6-Me Me NH2 

696 CH2CH2Ph OH CI 6-Me Me OH 

697 CH2CH2Ph OH CI 7-Me H Me 

698 CH2CH2Ph OH CI 7-Me H NH2 

699 CH2CH2PH OH CI 7-Me H OH 

700 CH2CH2Ph OH CI 7-Me Me Me 

701 CH2CH2Ph OH CI 7-Me Me NH2 

702 CH2CH2Ph OH CI 7-Me Me OH 

703 CH2CH2Ph OH NH2 5-CI H Me 

704 CH2CH2Ph OH NH2 5-CI H NH2 

705 CH2CH2Ph OH NH2 5-CI H OH 

706 CH2CH2Ph OH NH2 5-CI Me Me 

707 CH2CH2Ph OH NH2 5-CI Me NH2 

708 CH2CH2PH OH NH2 5-CI Me OH 

709 CH2CH2Ph OH NH2 6-CI H Me 

710 CH2CH2Ph OH NH2 6-CI H NH2 

711 CH2CH2PH OH NH2 6-CI H OH 

712 CH2CH2Ph OH NH2 6-CI Me Me 

713 CH2CH2PH OH NH2 6-CI Me NH2 

714 CH2CH2Ph OH NH2 6-CI Me OH 

715 CH2CH2Ph OH NH2 7-CI H Me 

716 CH2CH2Ph OH NH2 7-CI H NH2 

717 CH2CH2PH OH NH2 7-CI H OH 

718 CH2CH2Ph OH NH2 7-CI Me Me 

719 CH2CH2Ph OH NH2 7-CI Me NH2 

720 CH2CH2Ph OH NH2 7-CI Me OH 



WO 01/40226 
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2 6 



^1 9 



flS^ttSNo. R1 R2 R3 R3' R4 R5 



1 T< 

721 


CH2CH2Ph 


OH 


NH2 


5-NH2 


H 


Me 




722 


CH2CH2Ph 


OH 


NH2 


5-NH2 


H 


NH2 




723 


CH2CH2Ph 


OH 


NH2 


5-NH2 


H 


OH 




724 


CH2CH2Ph 


OH 


NH2 


5-NH2 


Me 


Me 




725 


CH2CH2Ph 


OH 


NH2 


5-NH2 


Me 


NH2 




726 


CH2CH2Ph 


OH 


NH2 


5-NH2 


Me 


OH 




727 


CH2CH2Ph 


OH 


NH2 


6-NH2 


H 


Me 




728 


CH2CH2Ph 


OH 


NH2 


6-NH2 


H 


NH2 




729 


CH2CH2Ph 


OH 


NH2 


6-NH2 


H 


OH 




730 


CH2CH2Ph 


OH 


NH2 


6-NH2 


Me 


Me 




731 


CH2CH2Ph 


OH 


NH2 


6-NH2 


Me 


NH2 




732 


CH2CH2Ph 


OH 


NH2 


6-NH2 


Me 


OH 




733 


CH2CH2Ph 


OH 


NH2 


7-NH2 


H 


Me 




734 


CH2CH2Ph 


OH 


NH2 


7-NH2 


H 


NH2 




735 


CH2CH2Ph 


OH 


NH2 


7-NH2 


H 


OH 




736 


CH2CH2Ph 


OH 


NH2 


7-NH2 


Me 


Me 




737 


CH2CH2Ph 


OH 


NH2 


7-NH2 


Me 


NH2 




738 


CH2CH2Ph 


OH 


NH2 


7-NH2 


Me 


OH 




739 


CH2CH2Ph 


OH 


NH2 


5-Me 


H 


Me 




740 


CH2CH2Ph 


OH 


NH2 


5-Me 


H 


NH2 




741 


CH2CH2Ph 


OH 


NH2 


5-Me 


H 


OH 




742 


CH2CH2Ph 


OH 


NH2 


5-Me 


Me 


Me 




743 


CH2CH2Ph 


OH 


NH2 


5-Me 


Me 


NH2 




744 


CH2CH2Ph 


OH 


NH2 


5-Me 


Me 


OH 




745 


CH2CH2Ph 


OH 


NH2 


6-Me 


H 


Me 




746 


- CH2CH2Ph 


OH 


NH2 


6-Me 


H 


NH2 




747 


CH2CH2Ph 


OH 


NH2 


6-Me 


H 


OH 




748 


CH2CH2Ph 


OH 


NH2 


6-Me 


Me 


Me 




749 


CH2CH2Ph 


OH 


NH2 


6-Me 


Me 


NH2 




750 


CH2CH2Ph 


OH 


NH2 


6-Me 


Me 


OH 




751 


CH2CH2Ph 


OH 


NH2 


7-Me 


H 


Me 




752 


CH2CH2Ph 


OH 


NH2 


7-Me 


H 


NH2 




753 


CH2CH2Ph 


OH 


NH2 


7-Me 


H 


OH 




754 


CH2CH2Ph 


OH 


NH2 


7-Me 


Me 


Me 




755 


CH2CH2Ph 


OH 


NH2 


7-Me 


Me 


NH2 




756 


. CH2CH2Ph 


OH 


NH2 


7-Me 


Me 


OH 




757 


CH2CH2Ph 


OH 


Me 


5-CI 


H 


Me 




758 


CH2CH2Ph 


OH 


Me 


5-CI 


H 


NH2 




759 


CH2CH2Ph 


OH 


Me 


5-CI 


H 


OH 




760 


CH2CH2Ph 


OH 


Me 


5-CI 


Me 


Me 
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761 


CH2CH2Ph 


OH 


Me 


5-CI 


Me 


NH2 


762 


CH2CH2Ph 


OH 


Me 


5-CI 


Me 


OH 


763 


CH2CH2Ph 


OH 


Me 


6-CI 


H 


Me 


764 


CH2CH2PH 


OH 


Me 


6-CI 


H 


NH2 


765 


CH2CH2PH 


OH 


Me 


6-CI 


H 


OH 


766 


CH2CH2Ph 


OH 


Me 


6-CI 


Me 


Me 


767 


CH2CH2PH 


OH 


Me 


6-CI 


Me 


NH2 


768 


CH2CH2Ph 


OH 


Me 


6-CI 


Me 


OH 


769 


CH2CH2Ph 


OH 


Me 


7-CI 


H 


Me 


770 


CH2CH2Ph 


OH 


Me 


7-CI 


H 


NH2 


771 


CH2CH2Ph 


OH 


Me 


7-CI 


H 


OH 


772 


CH2GH2Ph 


OH 


Me 


7-CI 


Me 


Me 


773 


CH2CH2Ph 


OH 


Me 


7-CI 


Me 


NH2 


774 


CH2CH2Ph 


OH 


Me 


7-CI 


Me 


OH 


775 


CH2CH2Ph 


OH 


Me 


5-NH2 


H 


Me 


776 


CH2CH2Ph 


OH 


Me 


5-NH2 


H 


NH2 


777 


CH2CH2Ph 


OH 


Me 


5-NH2 


H 


OH 


778 


CH2CH2Ph 


OH 


Me 


5-NH2 


Me 


Me 


779 


CH2CH2Ph 


OH 


Me 


5-NH2 


Me 


NH2 


780 


CH2CH2Ph 


OH 


Me 


5-NH2 


Me 


OH 


781 


CH2CH2Ph 


OH 


Mc 


6-NH2 


H 


Me 


782 


CH2CH2Ph 


OH 


Me 


6-NH2 


H 


NH2 


783 


CH2CH2Ph 


OH 


Me 


6-NH2 


H 


OH 


784 


CH2CH2Ph 


OH 


Me 


6-NH2 


Me 


Me 


785 


CH2CH2Ph 


OH 


Me 


6-NH2 


Me 


NH2 


786 


CH2CH2Ph 


OH 


Me 


6-NH2 


Me 


OH 


787 


CH2CH2Ph 


OH 


Me 


7-NH2 


H 


Me 


788 


CH2CH2PH 


OH 


Me 


7-NH2 


H 


NH2 


789 


CH2CH2Ph 


OH 


Me 


7-NH2 


H 


OH 


790 


CH2CH2Ph 


OH 


Me 


7-NH2 


Me 


Me 


791 


CH2CH2Ph 


OH 


Me 


7-NH2 


Me 


NH2 


792 


CH2CH2Ph 


OH 


Me 


7-NH2 


Me 


OH 


793 


CH2CH2Ph 


OH 


Me 


5-Me 


H 


Me 


794 


CH2CH2Ph 


OH 


Me 


5-Me 


H 


NH2 


795 


CH2CH2Ph 


OH 


Me 


5-Me 


H 


OH 


796 


CH2CH2Ph 


OH 


Me 


5-Me 


Me 


Me 


797 


CH2CH2Ph 


OH 


Me 


5-Me 


Me 


NH2 


798 


CH2CH2Ph 


OH 


Me 


5-Me 


Me 


OH 


799 


CH2CH2Ph 


OH 


Me 


6-Me 


H 


Me 


800 


CH2CH2Ph 


OH 


Me 


6-Me 


H 


NH2 



i 
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801 


CH2CH2Ph 


OH 


Me 


6-Me 


H 


OH 




802 


CH2CH2Ph 


OH 


Me 


6-Me 


Me 


Me 




803 


CH2CH2Ph 


OH 


Me 


6-Me 


Me 


NH2 




804 


CH2CH2Ph 


OH 


Me 


6-Me 


Me 


OH 




805 


CH2CH2Ph 


OH 


Me 


7-Me 


H 


Me 




806 


CH2CH2Ph 


OH 


Me 


7-Me 


H 


NH2 




807 


CH2CH2Ph 


OH 


Me 


7-Me 


H 


OH 




808 


CH2CH2Ph 


OH 


Me 


7-Me 


Me 


Me 




809 


CH2CH2Ph 


OH 


Me 


7-Me 


Me 


NH2 




810 


CH2CH2PH 


OH 


Me 


7-Me 


Me 


OH 




811 


CH2CH2Ph 


OMe 


CI 


5-CI 


H 


Me 




812 


CH2CH2Ph 


OMe 


CI 


5-CI 


H 


NH2 




813 


CH2CH2Ph 


OMe 


CI 


5-CI 


H 


OH 




814 


CH2CH2Ph 


OMe 


CI 


5-CI 


Me 


Me 




815 


CH2CH2Ph 


OMe 


CI 


5-CI 


Me 


NH2 




816 


CH2CH2Ph 


OMe 


CI 


5-CI 


Me 


OH 




817 


CH2CH2PH 


OMe 


CI 


6-CI 


H 


Me 




818 


CH2CH2Ph 


OMe 


CI 


6-CI 


H 


NH2 




819 


CH2CH2Ph 


OMe 


CI 


6-CI 


H 


OH 




820 


CH2CH2Ph 


OMe 


CI 


6-CI 


Me 


Me 




821 


CH2CH2Ph 


OMe 


CI 


6-CI 


Me 


NH2 




822 


CH2CH2Ph 


OMe 


CI 


6-CI 


Me 


OH 




823 


CH2CH2Ph 


OMe 


CI 


7-CI 


H 


Me 




824 


CH2CH2Ph 


OMe 


CI 


7-CI 


H 


NH2 




825 


CH2CH2Ph 


OMe 


CI 


7-CI 


H 


OH 




826 


CH2CH2Ph 


OMe 


CI 


7-CI 


Me 


Me 




827 


CH2CH2Ph 


OMe 


CI 


7-CI 


Me 


NH2 




828 


CH2CH2Ph 


OMe 


CI 


7-CI 


Me 


OH 




829 


CH2CH2Ph 


OMe 


CI 


5-NH2 


H 


Me 




830 


CH2CH2Ph 


OMe 


CI 


5-NH2 


H 


NH2 




831 


CH2CH2Ph 


OMe 


CI 


5-NH2 


H 


OH 




832 


CH2CH2Ph 


OMe 


CI 


5-NH2 


Me 


Me 




833 


CH2CH2Ph 


OMe 


CI 


5-NH2 


Me 


NH2 




834 


CH2CH2Ph 


OMe 


CI 


5-NH2 


Me 


OH 




835 


CH2CH2Ph 


OMe 


CI 


6-NH2 


H 


Me 




836 


CH2CH2Ph 


OMe 


CI 


6-NH2 


H 


NH2 




837 


CH2CH2Ph 


OMe 


CI 


6-NH2 


H 


OH 




838 


CH2CH2Ph 


OMe 


CI 


6-NH2 


Me 


Me 




839 


CH2CH2Ph 


OMe 


CI 


6-NH2 


Me 


NH2 




840 


CH2CH2PH 


OMe 


CI 


6-NH2 


Me 


OH 
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841 
OH 1 


fj 11V. t\ 1 

CH2CH2Ph 


OMe 


CI 


7-NH2 


H 


Me 


849 


ftH90H?Ph 


OMe 


CI 


7-NH2 


H 


NH2 


84^ 

OHO 


CH2CH2Ph 

Wl IfaUl ILI 1 1 


OMe 


CI 


7-NH2 


H 


OH 


844 

OHH 


0H2CH2Ph 

VI l£.VI iCl 1 8 


OMe 


CI 


7-NH2 


Me 


Me 


845 

OHV 


CH2CH2Ph 


OMe 


CI 


7-NH2 


Me 


NH2 


846 
ohu 


CH2CH2Ph 


OMe 


CI 


7-NH2 


Me 


OH 


847 

OH / 


CH2CH2Ph 


OMe 


CI 


5-Me 


H 


Me 


848 


CH2CH2Ph 


OMe 


CI 


5-Me 


H 


NH2 


849 


CH2CH2Ph 


OMe 


CI 


5-Me 


H 


OH 


850 


~ CH2CH2Ph 


OMe 


CI 


5-Me 


Me 


Me 


851 


CH2CH2Ph 


OMe 


CI 


5-Me 


Me 


NH2 


852 


CH2CH2Ph 


OMe 


CI 


5-Me 


Me 


OH 


853 


CH2CH2Ph 


OMe 


CI 


6-Me 


H 


Me 


854 


CH2CH2Ph 

vi i l. vi itr 1 1 


OMe 


CI 


6-Me 


H 


NH2 


855 


CH2CH2Ph 


OMe 


CI 


6-Me 


H 


OH 


856 


CH2CH2Ph 

vi ilui i^i 1 1 


OMe 


CI 


6-Me 


Me 


Me 


857 
ov / 


VI It. VI Itll 1 


OMe 


CI 


6-Me 


Me 


NH2 




CH2CH2Ph 

VI l*-VI lfc.1 1 1 


OMe 


CI 


6-Me 


Me 


OH 


85Q 


0H2CH2Ph 


OMe 


CI 


7-Me 


H 


Me 


880 

OOU 


vnturitr ii 


OMe 


CI 


7-Me 


H 


NH2 


8R1 


CH2CH2Ph 

vn^vi icr 1 1 


OMe 


CI 


7-Me 


H 


OH 


889 


CH2CH2Ph 


OMe 


CI 


7-Me 


Me 


Me 


863 

QUO 


CH2CH2Ph 

VI IbVl Ibl 1 B 


OMe 


CI 


7-Me 


Me 


NH2 


884 
out 


CH2CH2Ph 

VI ILV/I I&.I ■ ■ 


OMe 


CI 


7-Me 


Me 


OH 


865 


CH2CH2Ph 


OMe 


NH2 


5-CI 


H 


Me 


866 


CH2CH2Ph 

\J 1 IbUI Ibl • 1 


OMe 


NH2 


5-CI 


H 


NH2 


867 


CH2CH2Ph 


OMe 


NH2 


5-CI 


H 


OH 


868 


CH2CH2Ph 


OMe 


NH2 


5-CI 


Mg 


Me 


869 


CH2CH2Ph 


OMe 


NH2 


5-CI 


Me 


NH2 


870 


CH2CH2Ph 


OMe 


NH2 


5-CI 


Me 


OH 


871 


CH2CH2Ph 


OMe 


NH2 


6-CI 


H 


Me 


872 


CH2CH2Ph 


OMe 


NH2 


6-CI 


H 


NH2 


873 


CH2CH2Ph 


OMe 


NH2 


6-CI 


H 


OH 


874 


CH2CH2Ph 


OMe 


NH2 


6-CI 


Me 


Me 


875 


CH2CH2Ph 


OMe 


NH2 


6-CI 


Me 


NH2 


876 


CH2CH2Ph 


OMe 


NH2 


6-CI 


Me 


OH 


877 


CH2CH2Ph 


OMe 


NH2 


7-CI 


H 


Me 


878 


CH2CH2Ph 


OMe 


NH2 


7-CI 


H 


NH2 


879 


CH2CH2Ph 


OMe 


NH2 


7-CI 


H 


OH 


880 


CH2CH2Ph 


OMe 


NH2 


7-CI 


Me 


Me 
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881 CH2CH2Ph OMe NH2 7-CI Me NH2 

882 CH2CH2Ph OMe NH2 7-CI Me OH 

883 CH2CH2Ph OMe NH2 5-NH2 H Me 

884 CH2CH2Ph OMe NH2 5-NH2 H NH2 

885 CH2CH2Ph OMe NH2 5-NH2 H OH 

886 CH2CH2Ph OMe NH2 5-NH2 Me Me 

887 CH2CH2Ph OMe NH2 5-NH2 Me NH2 

888 CH2CH2Ph OMe NH2 5-NH2 Me OH 

889 CH2CH2Ph OMe NH2 6-NH2 H Me 

890 CH2CH2Ph OMe NH2 6-NH2 H NH2 

891 CH2CH2Ph OMe NH2 6-NH2 H OH 

892 CH2CH2Ph OMe NH2 6-NH2 Me Me 

893 CH2CH2Ph OMe NH2 6-NH2 Me NH2 

894 CH2CH2Ph OMe NH2 6-NH2 Me OH 

895 CH2CH2Ph OMe NH2 7-NH2 H Me 

896 CH2CH2Ph OMe NH2 7-NH2 H NH2 

897 CH2CH2Ph OMe NH2 7-NH2 H OH 

898 CH2CH2Ph OMe NH2 7-NH2 Me Me 

899 CH2CH2Ph OMe NH2 7-NH2 Me NH2 

900 CH2CH2Ph OMe NH2 7-NH2 Me OH 

901 CH2CH2Ph OMe NH2 5-Me H Me 

902 CH2CH2Ph OMe NH2 5-Me H NH2 

903 CH2CH2Ph OMe NH2 5-Me H OH 

904 CH2CH2Ph OMe NH2 5-Me Me Me 

905 CH2CH2Ph OMe NH2 5-Me Me NH2 

906 CH2CH2Ph OMe NH2 5-Me Me OH 

907 CH2CH2Ph OMe NH2 6-Me H Me 

908 CH2CH2Ph OMe NH2 6-Me H NH2 

909 CH2CH2Ph OMe NH2 6-Me H OH 

910 CH2CH2Ph OMe NH2 6-Me Me Me 

911 CH2CH2Ph OMe NH2 6-Me Me NH2 

912 CH2CH2Ph OMe NH2 6-Me Me OH 

913 CH2CH2Ph OMe NH2 7-Me H Me 

914 .. CH2CH2Ph OMe NH2 7-Me H NH2 

915 CH2CH2Ph OMe NH2 7-Me H OH 

916 CH2CH2Ph OMe NH2 7-Me Me Me 

917 CH2CH2Ph OMe NH2 7-Me Me NH2 

918 CH2CH2Ph OMe NH2 7-Me Me OH 

919 CH2CH2Ph OMe Me 5-CI H Me 

920 CH2CH2Ph OMe Me 5-CI H NH2 



WO 01/40226 



PCT/JP00/08447 



3 1 



82 4 

jb^jj No. R1 R2 R3 R3' R4 R5 



921 


CH2CH2Ph 


OMe 


Me 


5-CI 


H 


OH 


922 


CH2CH2Ph 


OMe 


Me 


5-CI 


Me 


Me 


923 


CH2CH2Ph 

VI 1 Cwl ILI 1 1 


OMe 


Me 


5-CI 


Me 


NH2 


924 


CH2CH2Ph 


OMe 


Me 


5-CI 


Me 


OH 


925 


CH2CH2Ph 


OMe 


Me 


6-CI 


H 


Me 


926 


CH2CH2Ph 


OMe 


Me 


6-CI 


H 


NH2 


927 


CH2CH2Ph 


OMe 


Me 


6-CI 


H 


OH 


928 


CH2CH2Ph 


OMe 


Me 


6-CI 


Me 


Me 


929 


CH2CH2Ph 


OMe 


Me 


6-CI 


Me 


NH2 


930 


CH2CH2Ph 


OMe 


Me 


6-CI 


Me 


OH 


931 


CH2CH2Ph 


OMe 


Me 


7-CI 


H 


Me 


932 

\J \J c 


CH2CH2Ph 


OMe 


Me 


7-CI 


H 


NH2 


933 


CH2CH2Ph 

Ul IbV/l 1 *— 1 ■ 1 


OMe 


Me 


7-CI 


H 


OH 




CH2CH2Ph 

ILUI iLl 1 1 


OMe 


Me 


7-CI 


Me 


Me 


935 


CH2CH2Ph 

VI IkVI Ikl ■ 1 


OMe 


Me 


7-CI 


Me 


NH2 


936 


CH2CH2Ph 

ul ILUI ICI 1 1 


OMe 


Me 


7-CI 


Me 


OH 




CH2CH2Ph 


OMe 


Me 


5-NH2 


H 


Me 


\700 


CH2CH2Ph 


OMe 


Me 


5-NH2 


H 


NH2 


939 

^ \J sf 


CH2CH2Ph 

Ul IfaVl Ikl 1 ■ 


OMe 


Me 


5-NH2 


H 


OH 


940 


CH2CH2Ph 

Wl 1 £— w 1 Ifal 1 1 


OMe 


Me 


5-NH2 


Me 


Me 


941 


CH2CH2Ph 


OMe 


Me 


5-NH2 


Me 


NH2 


942 


CH2CH2Ph 


OMe 


Me 


5-NH2 


Me 


OH 


943 


CH2CH2Ph 


OMe 


Me 


6-NH2 


H 


Me 


944 


CH2CH2Ph 


OMe 


Me 


6-NH2 


H 


NH2 


945 


CH2CH2Ph 


OMe 


Me 


6-NH2 


H 


OH 


946 


CH2CH2Ph 


OMe 


Me 


6-NH2 


Me 


Me 


947 


CH2CH2Ph 


OMe 


Me 


6-NH2 


Me 


NH2 


948 


CH2CH2Ph 

vl ILvl lb-1 1 I 


OMe 


Me 


6-NH2 


Me 


OH 


949 


CH2CH2Ph 


OMe 


Me 


7-NH2 


H 


Me 


950 


CH2CH2Ph 


OMe 


Me 


7-NH2 


H 


NH2 


951 


GH2CH2Ph 


OMe 


Me 


7-NH2 


H 


OH 


952 


CH2CH2Ph 


OMe 


Me 


7-NH2 


Me 


Me 


953 


CH2CH2Ph 


OMe 


Me 


7-NH2 


Me 


NH2 


954 


CH2CH2Ph 


OMe 


Me 


7-NH2 


Me 


OH 


955 


CH2CH2Ph 


OMe 


Me 


5-Me 


H 


Me 


956 


CH2CH2Ph 


OMe 


Me 


5-Me 


H 


NH2 


957 


CH2CH2Ph 


OMe 


Me 


5-Me 


H 


OH 


958 


CH2CH2Ph 


OMe 


Me 


5-Me 


Me 


Me 


959 


CH2CH2Ph 


OMe 


Me 


5-Me 


Me 


NH2 


960 


CH2CH2Ph 


OMe 


Me 


5-Me 


Me 


OH 
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Qfi1 




QMe 

vine 


Me 


6-Me 


H 


Me 








OMe 

vine 


Me 


6-Me 


H 


NH2 




900 


VI l£. VJ l£.r 1 1 


OMe 


Me 


6-Me 


H 


OH 




Qfi4 


CH2CH2Ph 


OMe 


Me 


6-Me 


Me 


Me 






CH2CH2Ph 


OMe 


Me 


6-Me 


Me 


NH2 






CH2CH2Ph 


OMe 


Me 


6-Me 


Me 


OH 




967 


CH2CH2Ph 

VI ILV/I 1^1 1 1 


OMe 


Me 


7-Me 


H 


Me 




968 


CH2CH2Ph 

vi i&vi itr 1 1 


OMe 


Me 


7-Me 


H 


NH2 




969 


CH2CH2Ph 


OMe 


Me 


7-Me 


H 


OH 




970 


CH2CH2Ph 

VI IbVl Ifal 1 1 


OMe 


Me 


7-Me 


Me 


Me 




971 


CH2CH2Ph 


OMe 


Me 


7-Me 


Me 


NH2 




972 


CH2CH2Ph 


OMe 


Me 


7-Me 


Me 


OH 




973 


H 


H 


CI 


5-H 


H 


Me 




974 


H 


H 


CI 


5-H 


H 


NH2 




975 


H 


H 


CI 


5-H 


H 


OH 




976 


H 


H 


CI 


5-H 


Me 


Me 




977 


H 


H 


CI 


5-H 


Me 


NH2 




978 


H 


H 


CI 


5-H 


Me 


OH 




979 


H 


H 


CI 


6-H 


H 


Me 




980 

^VV 


H 
1 1 


H 


CI 


6-H 


H 


NH2 




981 

%7 v i 


H 
1 1 


H 


CI 


6-H 


H 


OH 




982 


H 
■ i 


H 


CI 


6-H 


Me 


Me 




983 


H 


H 


CI 


6-H 


Me 


NH2 




Q84 


u 

1 s 


H 


CI 


6-H 


Me 


OH 




985 


H 


H 


CI 


7-H 


H 


Me 




986 


H 


H 


CI 


7-H 


H 


NH2 




987 

I/O I 


H 


H 


CI 


7-H 


H 


OH 




QR8 

\7vv 


H 


H 


CI 


7-H 


Me 


Me 




989 


H 


H 


CI 


7-H 


Me 


NH2 




990 


H 


H 


CI 


7-H 


Me 


OH 




991 


H 


H 


CI 


5-CI 


H 


Me 




992 


H 


H 


CI 


5-CI 


H 


NH2 




993 


H 


H 


CI 


5-CI 


H 


OH 




994 


H 


H 


CI 


5-CI 


Me 


Me 




995 


H 


H 


CI 


5-CI 


Me 


NH2 




996 


H 


H 


CI 


5-CI 


Me 


OH 




997 


. H 


H 


CI 


6-CI 


H 


Me 




998 


H 


H 


CI 


6-CI 


H 


NH2 




999 


H 


H 


CI 


6-CI 


H 


OH 




1000 


H 


H 


CI 


6-CI 


Me 


Me 





WO 01/40226 



PCT/JPOO/08447 



3 3 



S26 





o. R1 


R2 


R3 


R3* 


R4 


R5 




1001 


H 


H 


CI 


6-CI 


Me 


NH2 




1002 


H 


H 


CI 


6— CI 


Me 


OH 




1003 


H 


H 


CI 


7-CI 


H 


Me 




1004 


H 


H 


CI 


7-CI 


H 


NH2 




1005 


H 


H 


CI 


7-CI 


H 


All 

OH 




1006 


H 


H 


CI 


7-CI 


Me 


ii 

Me 




1007 


H 


H 


CI 


7-CI 


Me 


111 IO 

NH2 




1008 


H 


H 


CI 


7-CI 


II 

Me 


OH 




1009 


H 


H 


CI 


5-NH2 


H 


Me 




1010 


H 


H 


CI 


5-NH2 


H 


NH2 




1011 


H 


H 


CI 


5-NH2 


H 


OH 




1012 


H 


H 


CI 


5-NH2 


Me 


Me 




1013 


H 


H 


CI 


5-NH2 


Me 


NH2 




1014 


H 


H 


CI 


5-NH2 


Me 


OH 




1015 


H 


H 


CI 


6-NH2 


H 


Me 




1016 


H 


H 


CI 


6-NH2 


H 


NH2 




1017 


H 


H 


CI 


6-NH2 


H 


OH 




1018 


H 


H 


CI 


6-NH2 


Me 


Me 




1019 


H 


H 


CI 


6-NH2 


Me 


NH2 




1020 


H 


H 


CI 


6-NH2 


Me 


OH 




1021 


H 


H 


CI 


7-NH2 


H 


Me 




1022 


H 


H 


CI 


7-NH2 


H 


HMO 

NH2 




1023 


H 


H 


CI 


7-NH2 


H 


OH 




1024 


H 


H 


CI 


7-NH2 


Me 


Me 




1025 


H 


H 


CI 


7-NH2 


Me 


III lO 

NH2 




1026 


H 


H 


CI 


7-NH2 


Me 


OH 




1027 


H 


H 


CI 


5-Me 


H 


ii 

Me 




1028 


H 


H 


CI 


5-Me 


H 


NH2 




1029 


H 


H 


/\ 1 

CI 


5-Me 


H 


AM 

Url 




1030 


H 


H 


CI 


5-Me 


Me 


Me 




1031 


H 


H 


CI 


5-Me 


Me 


NH2 




1032 


H 


H 


CI 


5-Me 


Me 


OH 




1033 


H 


H 


CI 


6-Me 


H 


Me 




1034 


H 


H 


CI 


6-Me 


H 


NH2 




1035 


, H 


H 


CI 


6-Me 


H 


OH 




1036 


H 


H 


CI 


6-Me 


Me 


Me 




1037 


H 


H 


CI 


6-Me 


Me 


NH2 




1038 


H 


H 


CI 


6-Me 


Me 


OH 




1039 


H 


H 


CI 


7-Me 


H 


Me 
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1 041 

1 SJH 1 


u 
n 


H 

n 


CI 


7-Me 


H 


OH 




1 049 


u 
n 


H 

n 


01 

V/ 1 


7-Me 


Me 


Me 




104^ 


u 


H 


CI 


7-Me 


Me 


NH2 




1044 


H 
1 1 


H 


CI 


7-Me 


Me 


OH 




104*5 


u 


H 


NH2 


5-H 


H 


Me 




1046 


H 


H 


NH2 


5-H 


H 


NH2 




1047 


H 


H 


NH2 


5-H 


H 


OH 




1048 


H 


H 


NH2 


5-H 


Me 


Me 




1049 


H 


H 


NH2 


5-H 


Me 


NH2 




10*50 

1 \J\J\J 


H 


H 


NH2 


5-H 


Me 


OH 




1051 


H 


H 


NH2 


6-H 


H 


Me 




1052 


H 


H 


NH2 


6-H 


H 


NH2 




1053 


H 


H 


NH2 


6-H 


H 


OH 




1054 


H 


H 


NH2 


6-H 


Me 


Me 




1055 


H 


H 


NH2 


6-H 


Me 


NH2 




1056 


H 
1 1 


H 


NH2 


6-H 


Me 


OH 




1057 


H 


H 


NH2 


7-H 


H 


Me 




10*58 


H 


H 


NH2 


7-H 


H 


NH2 




10*59 

1 U«J%7 


H 

n 


H 


NH2 


7-H 


H 


OH 




1060 


H 


H 


NH2 


7-H 


Me 


Me 




1061 


H 


H 


NH2 


7-H 


Me 


NH2 




1062 


H 


H 


NH2 


7-H 


Me 


OH 




1063 


H 


H 


NH2 


5-CI 


H 


Me 




1064 


H 


H 


NH2 


5-CI 


H 


NH2 




106*5 


H 


H 


NH2 


5-CI 


H 


OH 




1066 


H 


H 


NH2 


5-CI 


Me 


Me 




1067 


H 

n 


H 


NH2 


5-CI 


Me 


NH2 




106ft 
1 uuo 


H 

n 


H 


NH2 


5-CI 


Me 


OH 




1069 


H 


H 


NH2 


6-CI 


H 


Me 




1070 


H 


H 


NH2 


6-CI 


H 


NH2 




1071 


H 


H 


NH2 


6-CI 


H 


OH 




1072 


H 


H 


NH2 


6-CI 


Me 


Me 




1073 


H 


H 


NH2 


6-CI 


Me 


NH2 




1074 


H 


H 


NH2 


6-CI 


Me 


OH 




1075 


H 


H 


NH2 


7-CI 


H 


Me 




1076 


H 


H 


NH2 


7-CI 


H 


NH2 




1077 


H 


H 


NH2 


7-CI 


H 


OH 




1078 


H 


H 


NH2 


7-CI 


Me 


Me 




1079 


H 


H 


NH2 


7-CI 


Me 


NH2 




1080 


H 


H 


NH2 


7-CI 


Me 


OH 
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1081 


H 


H 


NH2 


5-NH2 


H 


Me 


1082 


H 


H 


NH2 


5-NH2 


H 


NH2 


1083 


H 


H 


NH2 


5-NH2 


H 


OH 


1084 


H 


H 


NH2 


5-NH2 


Me 


Me 


1085 


H 


H 


NH2 


5-NH2 


Me 


NH2 


1086 


H 


H 


NH2 


5-NH2 


Me 


OH 


1087 


H 


H 


NH2 


6-NH2 


H 


Me 


1088 


H 


H 


NH2 


6-NH2 


H 


NH2 


1089 


H 


H 


NH2 


6-NH2 


H 


OH 


1090 


H 


H 


NH2 


6-NH2 


Me 


Me 


1091 


H 


H 


NH2 


6-NH2 


Me 


NH2 


1092 


H 


H 


NH2 


6-NH2 


Me 


OH 


1093 


H 


H 


NH2 


7-NH2 


H 


Me 


1094 


H 


H 


NH2 


7-NH2 


H 


NH2 


1095 


H 


H 


NH2 


7-NH2 


H 


OH 


1096 


H 


H 


NH2 


7-NH2 


Me 


Me 


1097 


H 


H 


NH2 


7-NH2 


Me 


NH2 


1098 


H 


H 


NH2 


7-NH2 


Me 


OH 


1099 


H 


H 


NH2 


5-Me 


H 


Me 


1100 


H 


H 


NH2 


5-Me 


H 


NH2 


1101 


H 


H 


NH2 


5-Me 


H 


OH 


1102 


H 


H 


NH2 


5-Me 


Me 


Me 


1103 


H 


H 


NH2 


5-Me 


Me 


NH2 


1104 


. H 


H 


NH2 


5-Me 


Me 


OH 


1105 


H 


H 


NH2 


6-Me 


H 


Me 


1106 


H 


H 


NH2 


6-Me 


H 


NH2 


1107 


H 


H 


NH2 


6-Me 


H 


OH 


1108 


H 


H 


NH2 


6-Me 


Me 


Me 


1109 


H 


H 


NH2 


6-Me 


Me 


NH2 


1110 


H 


H 


NH2 


6-Me 


Me 


OH 


1111 


H 


H 


NH2 


7-Me 


H 


Me 


1112 


H 


H 


NH2 


7-Me 


H 


NH2 


1113 


H 


H 


NH2 


7-Me 


H 


OH 


1114 


H 


H 


NH2 


7-Me 


Me 


Me 


1115 


. H 


H 


NH2 


7-Me 


Me 


NH2 


1116 


H 


H 


NH2 


7-Me 


Me 


OH 


1117 


H 


H 


Me 


5-H 


H 


Me 


1118 


H 


H 


Me 


5-H 


H 


NH2 


1119 


H 


H 


Me 


5-H 


H 


OH 


1120 


H 


H 


Me 


5-H 


Me 


Me 
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5 No. R1 


no 

R2 


no 

R3 


R3 


R4 
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1121 


H 


H 


Me 


5-H 


Me 


NH2 




1122 


H 


H 


Me 


5-H 


Me 


OH 




1123 


H 


H 


Me 


6-H 


H 


Me 




1124 


H 


H 


Me 


6-H 


H 


NH2 




1125 


H 


H 


Me 


6-H 


H 


OH 




1126 


H 


H 


Me 


6-H 


Me 


Me 




1127 


H 


H 


Me 


6-H 


Me 


HI JO 

NH2 




1128 


H 


H 


ii 

In© 


6-H 


ii 

Me 


OH 




1129 


H 


H 


Me 


7-H 


II 

H 


ii 

Me 




1130 


H 


H 


Me 


-J it 

7-H 


H 


NH2 




1131 


H 


H 


Me 


7-H 


■ i 
H 


AH 

OH 




1132 


H 


H 


ii 

Me 


7-H 


■i 

Me 


ii 

Me 




1133 


H 


H 


ii 

Me 


7-H 


ii 

Me 


NH2 




1134 


H 


H 


ii 

Me 


"7 LI 

7-H 


ii 

Me 


OH 




1135 


H 


H 


Me 


5-CI 


■ i 
H 


■i 

Me 




1136 


H 


H 


ii _ 

Me 


c n i 


H 


NnZ 




1137 


H 


u 

H 


Me 


c A i 


ii 
H 


AM 

OH 




1138 


H 


H 


ii 

Me 


5-CI 


ii 

Me 


ii 

Me 




1139 


H 


H 


ii 

Me 


c n i 

5-CI 


Me 


NH2 




1140 


H 


H 


Me 


c A i 

5-CI 


Me 


AU 

OH 




1141 


H 


H 


ii 

Me 


& n i 

6-CI 


u 

H 


11 „ 

Me 




1142 


H 


H 


ii 

Me 


D-CI 


H 


NH2 




1143 


H 


rl 


Me 


C A i 


Li 
n 


UH 




1144 


H 


H 


■i 

Me 


C A | 

o-CI 


ii 

Me 


ii 

Me 




1145 


H 


H 


Me 


o-CI 


Me 






1146 


H 


H 


ii 

Me 


6-CI 


Me 


AU 

OH 




1147 


H 


H 


ii 

Me 


7-CI 


u 
H 


ii ^ 

Me 




1148 


H 


H 


ii 

Me 


7-CI 


H 


NH2 




1149 


H 


H 


Me 


7-CI 


H 


AU 

OH 




1150 


H 


H 


Me 


7-01 


Me 


Me 




1151 


H 


H 


Me 


7-CI 


Me 


NH2 




1152 


H 


H 


Me 


7-CI 


Me 


OH 




1153 


H 


H 


Me 


5-NH2 


H 


Me 




1154 


H 


H 


Me 


5-NH2 


H 


NH2 




1155 


H 


H 


Me 


5-NH2 


H 


OH 




1156 


H 


H 


Me 


5-NH2 


Me 


Me 




1157 


H 


H 


Me 


5-NH2 


Me 


NH2 




1158 


H 


H 


Me 


5-NH2 


Me 


OH 




1159 


H 


H 


Me 


6-NH2 


H 


Me 




1160 


H 


H 


Me 


6-NH2 


H 


NH2 
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R1 


R2 


R3 
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R4 
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1161 


H 


H 


Me 


6-NH2 


H 


OH 




1162 


H 


H 


Me 


6-NH2 


Me 


Me 





1163 


H 


H 


Me 


6-NH2 ' 


' Me 


NH2 




1164 


H 


H 


Me 


6-NH2 


Me 


OH 




1165 


H 


H 


Me 


7-NH2 


H 


Me 




1166 


H 


H 


Me 


7-NH2 


H 


NH2 




1167 


H 


H 


Me 


7-NH2 


H 


OH 




1168 


H 


H 


Me 


7-NH2 


Me 


Me 




1169 


H 


H 


Me 


7-NH2 


Me 


NH2 




1170 


H 


H 


Me 


7-NH2 


Me 


OH 




1171 


H 


H 


Me 


5-Me 


H 


Me 




1172 


H 


H 


Me 


5-Me 


H 


NH2 




1173 


H 


H 


Me 


5-Me 


H 


OH 




1174 


H 


H 


Me 


5-Me 


Me 


Me 




1175 


H 


H 


Me 


5-Me 


Me 


NH2 




1176 


H 


H 


Me 


5-Me 


Me 


OH 




1177 


H 


H 


Me 


6-Me 


H 


Me 




1178 


H 


H 


Me 


6-Me 


H 


NH2 




1179 


H 


H 


Me 


6-Me 


H 


OH 




1180 


H 


H 


Me 


6-Me 


Me 


Me 




1181 


H 


H 


Me 


6-Me 


Me 


NH2 





1182 


H 


H 


Me 


6-Me 


Me 


OH 




1183 


H 


H 


Me 


7-Me 


H 


Me 




1184 


H 


H 


Me 


7-Me 


H 


NH2 




1185 


H 


H 


Me 


7-Me 


H 


OH 




1186 


H 


H 


Me 


7-Me 


Me 


Me 




1187 


H 


H 


Me 


7-Me 


Me 


NH2 




1188 


H 


H 


Me 


7-Me 


Me 


OH 




1189 


H 


H 


H 


5-CI 


H 


Me 




1190 


H 


H 


H 


5-CI 


H 


NH2 




1191 


H 


H 


H 


5-CI 


H 


OH 




1192 


H 


H 


H 


5-CI 


Me 


Me 




1193 


H 


H 


H 


5-CI 


Me 


NH2 




1194 


H 


H 


H 


5-CI 


Me 


OH 




1195 


H 


H 


H 


6-CI 


H 


Me 




1196 


H 


H 


H 


6-CI 


H 


NH2 




1197 


H 


H 


H 


6-CI 


H 


OH 




1198 


H 


H 


H 


6-CI 


Me 


Me 




1199 


H 


H 


H 


6-CI 


Me 


NH2 




1200 


H 


H 


H 


6-CI 


Me 


OH 
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1201 


H 


H 


H 


7-CI 


H 


Me 




1202 


H 


H 


H 


7-CI 


H 


NH2 




1203 


H 


H 


H 


7-CI 


H 


OH 




1204 


H 


H 


H 


7-CI 


Me 


Me 




1205 


H 


H 


H 


7-CI 


Me 


NH2 




1206 


H 


H 


H 


7-CI 


Me 


OH 




1207 


H 


H 


H 


5-NH2 


H 


Me 




1208 


H 


H 


H 


5-NH2 


H 


NH2 




1209 


H 


H 


H 


5-NH2 


H 


OH 




1210 


H 


H 


H 


5-NH2 


Me 


Me 




1211 


H 


H 


H 


5-NH2 


Me 


NH2 




1212 


H 


H 


H 


5-NH2 


Me 


OH 




1213 


H 


H 


H 


6-NH2 


H 


Me 




1214 


H 


H 


H 


6-NH2 


H 


NH2 




1215 


H 


H 


H 


6-NH2 


H 


OH 




1216 


H 


H 


H 


6-NH2 


Me 


Me 




1217 


H 


H 


H 


6-NH2 


Me 


NH2 




1218 


H 


H 


H 


6-NH2 


Me 


OH 




1219 


H 


H 


H 


7-NH2 


H 


Me 




1220 


H 


H 


H 


7-NH2 


H 


NH2 




1221 


H 


H 


H 


7-NH2 


H 


OH 




1222 


H 


H 


H 


7-NH2 


Me 


Me 




1223 


H 


H 


H 


7-NH2 


Me 


NH2 




1224 


H 


H 


H 


7-NH2 


Me 


OH 




1225 


H 


H 


H 


5-Me 


H 


Me 




1226 


H 


H 


H 


5-Me 


H 


NH2 




1227 


H 


H 


H 


5-Me 


H 


OH 




1228 


H 


H 


H 


5-Me 


Me 


Me 




1229 


H 


H 


H 


5-Me 


Me 


NH2 




1230 


H 


H 


H 


5-Me 


Me 


OH 




1231 


H 


H 


H 


6-Me 


H 


Me 




1232 


H 


H 


H 


6-Me 


H 


NH2 




1233 


H 


H 


H 


6-Me 


H 


OH 




1234 


H 


H 


H 


6-Me 


Me 


Me 




1235 


H 


H 


H 


6-Me 


Me 


NH2 




1236 


H 


H 


H 


6-Me 


Me 


OH 




1237 


H 


H 


H 


7-Me 


H 


Me 




1238 


H 


H 


H 


7-Me 


H 


NH2 




1239 


H 


H 


H 


7-Me 


H 


OH 




1240 


H 


H 


H 


7-Me 


Me 


Me 
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1241 


J liU. r\ 1 

H 


H 


H 


7-Me 


Me 


NH2 




1242 


H 


H 


H 


7-Me 


Me 


OH 




1243 


H 


OMe 


CI 


5-H 


H 


Me 




1244 


H 


OMe 


CI 


5-H 


H 


NH2 




1245 


H 


OMe 


CI 


5-H 


H 


OH 




1246 


H 


OMe 


CI 


5-H 


Me 


Me 




1247 


H 


OMe 


CI 


5-H 


Me 


NH2 
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7-Me 


H 


NH2 




1509 


H 


OMe 


H 


7-Me 


H 


OH 




1510 


H 


OMe 


H 


7-Me 


Me 


Me 




1511 


H 


OMe 


H 


7-Me 


Me 


NH2 




1512 


H 


OMe 


H 


7-Me 


Me 


OH 




1513 


2-^x-;n^;u 


H. 


CI 


5-H 


H 


Me 




1514 




H 


CI 


5-H 


H 


NH2 




1515 




H 


CI 


5-H 


H 


OH 




1516 


2-fi_;nf;i/ 


H 


CI 


5-H 


Me 


Me 




1517 


2-*x-;ux^;u 


H 


CI 


5-H 


Me 


NH2 




1518 




H 


CI 


5-H 


Me 


OH 




1519 




H 


CI 


6-H 


H 


Me 




1520 


2-^x-;ux^;u 


H 


CI 


6-H 


H 


NH2 
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S3 9 
















1C a lyJ NO. 


D1 
K I 


r\z 


R3 


R3' 

rvo 


R4 


R5 




1 Ozl 




u 
n 


C 1 


o n 


H 

n 


OH 




1 coo 

1 OZZ 


0_.SC. T — II T .31 JL 


u 
n 


C. 1 




Mp 


ItKS 




1 coo 
lozo 


0—^» T — IL T IK 


u 
n 




u n 


Me 


NH2 

Milt. 




1 COVl 

1 0z4 


0—* T — jLt* JL 


u 
n 


U I 


u n 




OH 




1 ROC 
i OzD 


0—-* T II Ti II . 


u 
n 




7-H 
/ n 


H 


Me 




1 COA 
1 OZO 




u 
n 


C. 1 


/ n 


H 

n 


NH2 




1 COT 
1 Dz/ 


0—* T ~~ II. T JL 


H 
n 


CA 
\j i 


7-H 
# n 


H 


OH 




1 COQ 
1 OZO 


0— SC. T — IL T IL 
z — y -1 jv -i-j JV 


u 
n 




7-H 
i n 


Ma 


Ma 




i COO 


0_^c t — il t SC. II 


u 
n 


PI 


7-H 
/ n 


Ma 


NH° 




1 con 
1 OoU 


z — y -1 yi/J-TVl/ 


u 
n 


U 1 


7-H 
/ n 


Ma 


OH 
\ji i 




1 COI 

1 ool 


z — T J yi/-L 7/1/ 


u 
n 


u 1 


R-P 1 


U 

n 


Ma 




1 coo 
1 OOZ 


0—^- T — JLT* JL 
Z — y J- — /U-l- j iV 


u 
n 


V 1 


^-Pl 
O \J 1 


H 
1 1 


NH2 

111 \c 




1 coo 

I ooo 


0_A T ll.T iX> J! , 


u 
n 


PI 

\J 1 




u 

n 


OH 
un 




1 CO>1 

1 0o4 


0—-SC. t — Jl T Zf. II, 


u 

n 


PI 

U 1 




Ma 


Ma 




1 coc 
1 Dot) 


0_^£> T — JL T SC. JL 


u 
n 


P 1 


S-PI 


Ma 


NH2 

111 \c 




1 COR 

I DoO 


z / -* — y U'-i- / yw 


u 

n 


CI 

V 1 


5-CI 


Me 


OH 




1 5Q7 
1 00 / 


0_J3^ T - ILT* JL 


H 


CI 


6-CI 


H 


Me 




I 00a 


O.X T — ILT* JL 


u 

n 


CI 


6-CI 


H 


NH2 




1 CQO 

i ooy 


9-<=£- T JL T ^ JL 


H 


CI 


6-CI 


H 


OH 




1 C4H 
I 04U 


9— =£■ T — JLT 4- JL 


H 

n 


CI 


6-CI 


Me 


Me 




1 C/l 1 
1 041 


O—sr. -i jLxi IL 

Z / J- — J\/ -L-J JV 


u 

n 


CI 


6-CI 


Me 


NH2 




1 C/10 
1 04z 


o_qc. T ~ JLT4- JL 
Z y -l_ — yix-i- j JV 


U 
n 


CI 


6-CI 


Me 


OH 




1 C/IO 

1 04o 


0—=£- -r — JLT-^-JL 

z / -u — y L/ -i- / yu 


u 
n 


PI 


7-CI 


H 


Me 




I 044 


9— SC. T — JLT ^F* JL 


H 
n 


PI 


7-PI 


H 


NH2 

111 \tm 




1 CylC 
1 040 


0—-31 t IL T 4 JL 

z — / -i — yu-L / yu 


u 
n 


P 1 
V 1 


7-CI 


H 


OH 




lo4o 


0— T — II T JL 
Z — 7^-L — ^U-LT^yi/ 


u 
n 


PI 

\f 1 


7-PI 


Ma 


Me 




1 04/ 


0— A T "~ IL T JL 
Z — 7^-L — ;i/-L T^yi/ 


u 
n 


PI 


7-PI 


Ma 


NH2 

111 \c 




1 C>1 Q 

1 04o 


0—4- T IL T -SP JL 


u 
n 


PI 


7-CI 


Me 


OH 




lo4y 


o_^c. — |L T IL 


u 
n 


PI 

Is I 


lint. 


H 


Me 




i CCA 

looO 


O— ^ T — JLT JL 

z — y -L — / yU 


n 


PI 

\J 1 




H 


NH2 




1551 




H 


CI 


5-NH2 


H 


OH 




1552 




H 


CI 


5-NH2 


Me 


Me 




1553 




H 


CI 


5-NH2 


Me 


NH2 




1554 


2-^xxjux^;i/ 


H 


CI 


5-NH2 


Me 


OH 




1555 


2-fI-iHfil/ 


H 


CI 


6-NH2 


H 


Me 




1556 




H 


CI 


6-NH2 


H 


NH2 




1557 


2-fxrjnfjiy 


H 


CI 


6-NH2 


H 


OH 




1558 


2-fi-;nfjb 


H 


CI 


6-NH2 


Me 


Me 




1559 


2-fI-JHfJl/ 


H 


CI 


6-NH2 


Me 


NH2 




1560 


2-fIZjHfjb 


H 


CI 


6-NH2 


Me 


OH 
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§40 



it£Vt No. 


R1 


R2 


R3 


R3" 


R4 


R5 


1561 


2-=f-T.—)llL=f-)l 


H 


CI 


7-NH2 


H 


Me 


1562 




H 


CI 


7-NH2 


H 


NH2 


1563 




H 


CI 


7-NH2 


H 


OH 


1564 


2-^xrjUX^U 


H 


CI 


7-NH2 


Me 


Me 


1565 


2-M-JUX^ 


H 


CI 


7-NH2 


Me 


NH2 


1566 


2-^X-JUX^b 


H 


CI 


7-NH2 


Me 


OH 


1567 


2-^X-Jl/X^Jl/ 


H 


CI 


5-Me 


H 


Me 


1568 


2-^XXJUX^Jl, 


H 


CI 


5-Me 


H 


NH2 


1569 




H 


CI 


5-Me 


H 


OH 


1570 


2-^XXJUX^U 


H 


CI 


5-Me 


Me 


Me 


1571 


2-^x-;ux^;u 


H 


CI 


5-Me 


Me 


NH2 


1572 


2-^x-;ux^;u 


H 


CI 


5-Me 


Me 


OH 


1573 


2-^x-;ux^;u 


H 


CI 


6-Me 


H 


Me 


1574 




H 


CI 


6-Me 


H 


NH2 


1575 




H 


CI 


6-Me 


H 


OH 


1576 


2-^x-jux^;u 


H 


CI 


6-Me 


Me 


Me 


1577 




H 


CI 


6-Me 


Me 


NH2 


1578 


2-^xxjux^ju 


H 


CI 


6-Me 


Me 


OH 


1579 


2-^x-jux^;u 


H 


CI 


7-Me 


H 


Me 


1580 


2-^x-;ux^;u 


H 


CI 


7-Me 


H 


NH2 


1581 


2-fizjHf;i/ 


H 


CI 


7-Me 


H 


OH 


1582 


2-^X-JL/X5 1 ;U 


H 


CI 


7-Me 


Me 


Me 


1583 




H 


CI 


7-Me 


Me 


NH2 


1584 


2-^i-;n5 L ;i/ 


H 


CI 


7-Me 


Me 


OH 


1585 


2-^i-;nf;i/ 


H 


NH2 


5-H 


H 


Me 


1586 


2-^x-;ux^;u 


H 


NH2 


5-H 


H 


NH2 


1587 


2-firjHfJb 


H 


NH2 


5-H 


H 


OH 


1588 


2-^x-jux^;u 


H 


NH2 


5-H 


Me 


Me 


1589 


2-^X-JUX^jU 


H 


NH2 


5-H 


Me 


NH2 


1590 


2-^-x_jux^-;u 


ll 

H 




on 


we 


nu 


1591 


2-^x-jux^;u 


H 


NH2 


6-H 


H 


Me 


1592 


2-fir;nfjb 


H 


NH2 


6-H 


H 


NH2 


1593 




H 


NH2 


6-H 


H 


OH 


1594 


2-^x-;ux^;u 


H 


NH2 


6-H 


Me 


Me 


1595 


2-^x~;ux^;u 


H 


NH2 


6-H 


Me 


NH2 


1596 




H 


NH2 


6-H 


Me 


OH 


1597 


2-*x-./ux^ < >u 


H 


NH2 


7-H 


H 


Me 


1598 


2-*x-;ux^ju 


H 


NH2 


7-H 


H 


NH2 


1599 


2-^x-;ux^;u 


H 


NH2 


7-H 


H 


OH 


1600 


2-^x-;ux^jU 


H 


NH2 


7-H 


Me 


Me 



WO 01/40226 



PCT/JP00/08447 



1 
















/k^jMn Mo 


R1 
r\ i 


R2 


R3 


R3' 


R4 


R5 




1 Gfi1 
I OU I 


£ / J J]/ -L-J J\/ 


u 
1 1 


NH2 

111 1 £. 


7-H 


Me 


NH2 






T — JL T •=£■ JL 


u 
n 


NH? 

Ill \c 


7-H 


Me 


OH 




I DUO 


9— =£T — IL T" ^ J| y 


H 

n 


NH2 

111 l£. 


5-CI 


H 


Me 




1 0U4 


o_££. -r — ii -r ^r. ii 
L j -J- — /Is-*- / Jls 


u 

n 


iii it. 




H 


NH2 




I OUO 


9_qc. -r — iLTi II. 


H 

n 


NH2 

111 \£- 


5-CI 


H 


OH 




I DUD 


o_^r. -j- — il.Ti ii, 
£ y^ — ~— / ^ / ' ^ 


H 


NH2 


5-CI 


Me 


Me 




1 DU / 


9— ^X JLX-3 1 JL 


H 


NH2 
iii \t- 


5-CI 


Me 


NH2 




1 ROft 
I DUO 


?-■=*. x — JLX^f- 


H 


NH2 


5-CI 


Me 


OH 




I DU57 


£ y — — / \y — *- y / 


H 


NH2 


6— CI 


H 


Me 




I 0 1 U 


9—=f-X ~~ JLX-^- JL 


H 


NH2 


6-CI 


H 


NH2 




1 ft1 1 


O-Ol -r — ILT^ JL 


H 


NH2 


6-CI 


H 


OH 




1R1 9 


-r — JLX^F- JL 
£ y -J- — JV / J\s 


H 


NH2 


6-CI 


Me 


Me 




1 £1 7 
1 0 I O 


o-iT - JLX^-JL 


H 


NH2 


6-CI 


Me 


NH2 




\ D I H 


9--^- x ~~ JLX^JL 


H 


NH2 


6-CI 


Me 


OH 




1 fi1 R 


9-^- x "~ JLX^- JL 


H 


NH2 


7-CI 


H 


Me 




1 Q 1 D 


0-=f- x "~ JLX^F- JL 


H 


NH2 


7-CI 


H 


NH2 




1 fi1 7 
1 D 1 / 




H 


NH2 


7-CI 


H 


OH 




I D I O 


o.iT — JLX^-JL 


H 


NH2 


7-CI 


Me 


Me 




1 R1 Q 
I D 1 a 


9— ^X JLX-^- JL 


H 


NH2 


7-CI 


Me 


NH2 




1 DZU 


9_rc. x ~" JLX^ JL 


H 


NH2 


7-CI 


Me 


OH 




1 £91 


0-=f- X ~" JLX^ JL 


H 


NH2 


5-NH2 


H 


Me 




1 699 
I D££ 


9— =f-X "~ JLX^- JL 


H 


NH2 


5-NH2 


H 


NH2 






9— =f-X ~" JLX^f- JL 


H 


NH2 


5-NH2 


H 


OH 




1 A9A 


9-«=f-X ~ JLX^ JL 


H 


NH2 


5-NH2 


Me 


Me 




1 fi9R 


9-^. X ~" JLX^f- JL 


H 


NH2 


5-NH2 


Me 


NH2 




1 K9fi 
I 0/10 


y. y — /iy-*- y / \s 


H 


NH2 


5-NH2 


Me 


OH 




1 A97 


y_ — /iyj- / /iy 


H 


NH2 


6-NH2 


H 


Me 




1 fi9ft 
i O£o 


9— ^X ™ JLX^f- JL 


H 


NH2 


6-NH2 


H 


NH2 




1 £9Q 


o_zx. x JLX^F- JL 


H 
i i 


NH2 


6-NH2 


H 


OH 




1 <%9A 


0-^- t ilt^ JL 


H 


NH2 


6-NH2 


Me 


Me 




1631 


2- J 5 1 X-;LXTiU 


H 


NH2 


6-NH2 


Me 


NH2 




1632 




H 


NH2 


6-NH2 


Me 


OH 




1633 




H 


NH2 


7-NH2 


H 


Me 




1634 


2-^x-jlx^;l 


H 


NH2 


7-NH2 


H 


NH2 




1635 


2-^xxjlx^;u 


H 


NH2 


7-NH2 


H 


OH 




1636 


2-^x-;lx^;l 


H 


NH2 


7-NH2 


Me 


Me 




1637 


2-^xzl;ux^;l 


H 


NH2 


7-NH2 


Me 


NH2 




1638 




H 


NH2 


7-NH2 


Me 


OH 




1639 




H 


NH2 


5-Me 


H 


Me 




1640 


2-^x-jlx^;l 


H 


NH2 


5-Me 


H 


NH2 
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S42 



No. 


R1 


R2 


R3 


R3' 


R4 


R5 


1641 


2-^x-;ux^;u 


H 


NH2 


5-Me 


H 


OH 


1642 




H 


NH2 


5-Me 


Me 


Me 


1643 


2-^xxjux^ju 


H 


NH2 


5-Me 


Me 


NH2 


1644 


2-^X-JUX^b 


H 


NH2 


5-Me 


Me 


OH 


1645 


2-*x=jux*;u 


H 


NH2 


6-Me 


H 


Me 


1646 


2-^x=.;i/X^;u 


H 


NH2 


6-Me 


H 


NH2 


1647 


2-^XXJUX^U 


H 


NH2 


6-Me 


H 


OH 


1648 


2-5 L x-;ux^;u 


H 


NH2 


6-Me 


Me 


Me 


1649 


2-^-x-jux5=-;u 


H 


NH2 


6-Me 


Me 


NH2 


1650 


2-^xrjUx^A, 


H 


NH2 


6-Me 


Me 


OH 


1651 


2-^x-;ux^;u 


H 


NH2 


7-Me 


H 


Me 


1652 




H 


NH2 


7-Me 


H 


NH2 


1653 




H 


NH2 


7-Me 


H 


OH 


1654 


2-^X-jUX^jb 


H 


NH2 


7-Me 


Me 


Me 


1655 


2-^x-;ux^;b 


H 


NH2 


7-Me 


Me 


NH2 


1656 


2-^xx;ux^U 


H 


NH2 


7-Me 


Me 


OH 


1657 


2-^x-jux^;u 


H 


Me 


5-H 


H 


Me 


1658 


2-^xxjux^jb 


H 


Me 


5-H 


H 


NH2 


1659 


2-^xx;ux^;i/ 


H 


Me 


5-H 


H 


OH 


1660 


2-fI-JHfjb 


H 


Me 


5-H 


Me 


Me 


1661 


2-^x- jux^u 


H 


Me 


5-H 


Me 


NH2 


1662 


2-^XXJUX^U 


H 


Me 


5-H 


Me 


OH 


1663 


2-fizjnf;i/ 


H 


Me 


6-H 


H 


Me 


1664 


2-^x-jux^;u 


H 


Me 


6-H 


H 


NH2 


1665 




H 


Me 


6-H 


H 


OH 


1666 


2-^X-JUX5 L ;i/ 


H 


Me 


6-H 


Me 


Me 


1667 


2-^x-jux^;i/ 


H 


Me 


6-H 


Me 


NH2 


1668 


2-^x-;ux^;u 


H 


Me 


6-H 


Me 


OH 


1669 


2-^-x-;ux^ju 


H 


Me 


7-H 


H 


Me 


1670 


2-fi-Jl/Xf;i/ 


H 


Me 


/ n 


u 
n 


MM9 
vii\c. 


1671 


2-^x-jux^;u 


H 


Me 


7-H 


H 


OH 


1672 


2-^x-;ux^;u 


H 


Me 


7-H 


Me 


Me 


1673 


2-^x-;ux^-;i/ 


H 


Me 


7-H 


Me 


NH2 


1674 


2-fI-JHfJI/ 


H 


Me 


7-H 


Me 


OH 


1675 


2-^XXJUX^U 


H 


Me 


5-CI 


H 


Me 


1676 


2-fiz;nfjl, 


H 


Me 


5-CI 


H 


NH2 


1677 


2-^X=JUX*A, 


H 


Me 


5-CI 


H 


OH 


1678 


2-^-X-JUX^U 


H 


Me 


5-CI 


Me 


Me 


1679 


2-^x-;ux^ 


H 


Me 


5-CI 


Me 


NH2 


1680 


2-^x-jux^;i/ 


H 


Me 


5-CI 


Me 


OH 
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S4 3 



it-SVtl No. R1 R2 R3 R3' R4 R5 



I U P TV 

1681 


2-^X~JUX5 1 ;U 


H 


Me 


6-CI 


H 


Me 


1682 


2-^1- JUX^JU 


H 


Me 


6-CI 


H 


NH2 


1683 




H 


Me 


6-CI 


H 


OH 


1684 


2-^x-;ux^-;u 


H 


Me 


6-CI 


Me 


Me 


1685 


2-^-X^.JUX^U 


H 


Me 


6-CI 


Me 


NH2 


1686 


2~3 t x-;ux^;u 


H 


Me 


6-CI 


Me 


OH 


1687 




H 


Me 


7-CI 


H 


Me 


1688 


2-fIl.JHf jl/ 


H 


Me 


7-CI 


H 


NH2 


1689 


2-firjnf;i, 


H 


Me 


7-CI 


H 


OH 


1690 


2-5 i x-;ux^;u 


H 


Me 


7-CI 


Me 


Me 


1691 


2-^x~;ux^;u 


H 


Me 


7-CI 


Me 


NH2 


1692 




H 


Me 


7-CI 


Me 


OH 


1693 


2-^xxjux^;U 


H 


Me 


5-NH2 


H 


Me 


1694 


2-fl-JHfJl 


H 


Me 


5-NH2 


H 


NH2 


1695 


2-^xxjux^;u 


H 


Me 


5-NH2 


H 


OH 


1696 


2-Tx-jux^;u 


H 


Me 


5-NH2 


Me 


Me 


1697 


2-firjHf^ 


H 


Me 


5-NH2 


Me 


NH2 


1698 


2-^x^jux^u 


H 


Me 


5-NH2 


Me 


OH 


1699 


2-^XXJUX^JU 


H 


Me 


6-NH2 


H 


Me 


1700 


2-^x-;ux^;u 


H 


Me 


6-NH2 


H 


NH2 


1701 


2-^xxjux^;u 


H 


Mc 


6-NH2 


H 


OH 


1702 


2-^x-jux^;u 


H 


Me 


6-NH2 


Me 


Me 


1703 


2-^x- jux^;u 


H 


Me 


6-NH2 


Me 


NH2 


1704 


2-5 L x-;ux5 L ;u 


H 


Me 


6-NH2 


Me 


OH 


1705 


. 2-fi-;ufiL. 


H 


Me 


7-NH2 


H 


Me 


1706 


2-fi-^xf;i/ 


H 


Me 


7-NH2 


H 


NH2 


1707 


2-^x-;ux-5=-;u 


H 


Me 


7-NH2 


H 


OH 


1708 


2-fi-jHf;i, 


H 


Me 


7-NH2 


Me 


Me 


1709 


2-fI-JHf^ 


H 


Me 


7-NH2 


Me 


NH2 


1710 


2-fi_jHf;i/ 


H 


Me 


7-NH2 


Me 


OH 


1711 


2-firjnf;i, 


H 


Me 


5-Me 


H 


Me 


1712 


2-^XXJUX^U 


H 


Me 


5-Me 


H 


NH2 


1713 


2-fI^JHfJl, 


H 


Me 


5-Me 


H 


OH 


1714 


2-fI-JHfil, 


H 


Me 


5-Me 


Me 


Me 


1715 


2-*x-;ux^;u 


H 


Me 


5-Me 


Me 


NH2 


1716 


2-*x-;ux*-;u 


H 


Me 


5-Me 


Me 


OH 


1717 


2-^x=.;ux^;u 


H 


Me 


6-Me 


H 


Me 


1718 


2-^x^ux^;u 


H 


Me 


6-Me 


H 


NH2 


1719 


2- : 5Fx-;ux^;u 


H 


Me 


6-Me 


H 


OH 


1720 


2-fiz;nf;i, 


H 


Me 


6-Me 


Me 


Me 



WO 01/40226 



PCT/JP00/08447 



$44 



1721 


2- J 3 1 X-;UX5 1 JU 


H 


Me 


6-Me 


Me 


NH2 




1722 




H 


Me 


6-Me 


Me 


OH 




1723 




H 


Me 


7-Me 


H 


Me 




1724 




H 


Me 


7-Me 


H 


NH2 




1725 




H 


Me 


7-Me 


H 


OH 




1726 


2-fxz;nf;i/ 


H 


Me 


7-Me 


Me 


Me 




1727 


2-fxz;bxf ji/ 


H 


Me 


7-Me 


Me 


NH2 




1728 


2-fxx;i/Xf j|/ 


H 


Me 


7-Me 


Me 


OH 




1729 


2-^x-jux^;u 


H 


H 


5-CI 


H 


Me 




1730 


2-^xxjux^U 


H 


H 


5-CI 


H 


NH2 




1731 


2-^xxjux^ju 


H 


H 


5-CI 


H 


OH 




1732 


2-f xxjl/Xf Jl/ 


H 


H 


5-CI 


Me 


Me 




1733 


2-9 L x-;ux^ 1 ;u 


H 


H 


5-CI 


Me 


NH2 




1734 


2-fxz;i/Xf;i/ 


H 


H 


5-CI 


Me 


OH 




1735 


2-^XXjUX^JU 


H 


H 


6-CI 


H 


Me 




1736 


2-^x - jux^ji, 


H 


H 


6-CI 


H 


NH2 




1737 


2-f xxjbxf jl/ 


H 


H 


6-CI 


H 


OH 




1738 


2- : ? L x-;ux5 1 ;U 


H 


H 


6-CI 


Me 


Me 




1739 




H 


H 


6-CI 


Me 


NH2 




1740 




H 


H 


6-CI 


Me 


OH 




1741 




H 


M 


7-CI 


H 


Me 




1742 




H 


H 


7-CI 


H 


NH2 




1743 




H 


H 


7-CI 


H 


OH 




1 744 


2-fir;nf;i, 


H 


H 


7-CI 


Me 


Me 




1745 


2-5 L x-;ux^;u 


H 


H 


7-CI 


Me 


NH2 




1746 


2-fI-JHfJl/ 


H 


H 


7-CI 


Me 


OH 




1747 


2-fizjnf;b 


H 


H 


5-NH2 


H 


Me 




1748 


2-^x-;ux^jU 


H 


H 


5-NH2 


H 


NH2 




1749 


2-^x^;ux^ju 


H 


H 


5-NH2 


H 


OH 




1750 


2-fIZJUfJl/ 


H 


H 


5-NH2 


Me 


Me 




1751 




H 


H 


5-NH2 


Me 


NH2 




1752 


2-fi^;nfji/ 


H 


H 


5-NH2 


Me 


OH 




1753 


2-fi-jnf;i/ 


H 


H 


6-NH2 


H 


Me 




1754 


2-^x-;ux^;u 


H 


H 


6-NH2 


H 


NH2 




1 755 


2-fi^jnf;i/ 


H 


H 


6-NH2 


H 


OH 




1756 


2-fizjuf;i, 


H 


H 


6-NH2 


Me 


Me 




1757 


2-^x-juxt;u 


H 


H 


6-NH2 


Me 


NH2 




1758 


2-f L xrjux*;u 


H 


H 


6-NH2 


Me 


OH 




1759 


2-^x^;ux-? i /i, 


H 


H 


7-NH2 


H 


Me 




1760 


2-*x-n,x* ( /u 


H 


H 


7-NH2 


H 


NH2 





i 
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1u a 1%l NO 




R2 


R3 


R3' 


R4 


R5 




1 7C1 

1 /Ol 




u 
n 


u 

n 


7-NH2 

/ 111 It. 


H 


OH 




1 76Z 


O— * T — ILX^PJL 


U 

n 


U 
i ! 


7-NH2 


Me 


Me 




I /DO 


0— -SC. T |Lt4 JL 

£ y -L — yl^-*- j J\s 


u 
n 


H 


7-NH2 


Me 


NH2 




1 /04 


Z 7^ J- — J \s J- y^ / is 


u 
n 


H 

n 


7-NH2 

I 111 \£m 


Me 


OH 




1 /DO 


0_.=p -1 JLT31 II. 

C J -i Jls-L- ~ JlS 


u 

n 


H 

n 


5-Me 


H 


Me 




1 /DO 


£ / -J- — jis J\s 


u 
n 


H 

n 


5-Me 


H 


NH2 




1 7ft7 
1 /0 / 


£ y — /U'-J- / J*S 


H 

n 


H 


5-Me 


H 


OH 




I /DO 




H 


H 


5-Me 


Me 


Me 




I /oy 


0_31 -r — JLX ^F- JL 
£ y - 1 / -1- / J *s 


H 


H 


5-Me 


Me 


NH2 




I / /u 


9--=F-X — JLT^f JL 
£ y J- — /isj-j/is 


H 


H 


5-Me 


Me 


OH 




1 771 
1 / 1 \ 


o_^. -r — JLX ■=?■ JL 
£ y^ J- — — / is y / vs 


H 


H 


6-Me 


H 


Me 




1 770 




H 


H 


6~Me 


H 


NH2 




1 771 
1 / to 


o_zr. -T- — JLx-3 1 JL 


H 


H 


6-Me 


H 


OH 




1 774. 


9-^X — JLX^ JL 


H 


H 


6-Me 


Me 


Me 




1 77R 

1 / to 


O-^ x — JLX-=f- JL 

u y^-^— y / is 


H 


H 


6-Me 


Me 


NH2 




1 77ft 
I / / D 


0-^- t ~~ JLX JL 


H 


H 


6-Me 


Me 


OH 




1 777 
I / / / 


0-=f- t — jl T ^f- JL 


H 


H 


7-Me 


H 


Me 




1 77ft 
I / /O 


D-=f-~r — JLX^F- JL 

£. y — / is y 


H 


H 


7-Me 


H 


NH2 




1 77Q 
I / /a 


9-31 -r — jl x -=f- JL 
L. y^ -J- — /l/-^/ /is 


H 


H 


7-Me 


H 


OH 




I /oil 


0-^- X ~~ JLX JL 
C y -J /I/-*- y /ys 


H 


H 


7-Me 


Me 


Me 




I to I 


l—zf. ~r JLT JL 


H 


H 


7-Me 


Me 


NH2 






— JLX-^ JL 

£. y^ y 


H 


H 


7-Me 


Me 


OH 




1 /OO 


o_^. x — jl t JL 


OMe 


CI 


5-H 


H 


Me 




1 7QA 


9_^£. x ~~ JLX ^f- JL 


OMe 
wine 


CI 


5-H 


H 


NH2 




1 7Q* 


o_^l x — JLX JL 
Z y J ) \s / Jvs 


OMe 


CI 


5-H 


H 


OH 




I /oO 


c. y -i- — y I/-*- / J\s 


OMe 


CI 


5-H 


Me 


Me 




1 7Q7 
1 tot 


O—zX- X — JLT4- JL 
c. / — Jls~t~~ /is 


OMp 


CI 


5-H 


Me 


NH2 




1 7QQ 
I /OO 


n-=X- x — JLX-^- JL 


OMe 


CI 


5-H 


Me 


OH 






o_zc. t ii. X ^ JL 


OMe 


CI 


6-H 


H 


Me 




1 70H 

l /yu 


9_xi JlvX^-JL 


OMe 


CI 


6-H 


H 


NH2 




1791 




OMe 


CI 


6-H 


H 


OH 




1792 




OMe 


CI 


6-H 


Me 


Me 




1793 




OMe 


CI 


6-H 


Me 


NH2 




1794 




OMe 


CI 


6-H 


Me 


OH 




1795 




OMe 


CI 


7-H 


H 


Me 




1796 


2-^x-;ux^;u 


OMe 


CI 


7-H 


H 


NH2 




1797 


2-^x=.;l.x^;u 


OMe 


CI 


7-H 


H 


OH 




1798 


2-^x-;ux^;u 


OMe 


CI 


7-H 


Me 


Me 




1799 




OMe 


CI 


7-H 


Me 


NH2 




1800 




OMe 


CI 


7-H 


Me 


OH 
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#1- W iLL 


] No. R1 


R2 


DO 


DO' 

Ho 


DA 


KO 




1801 


2-f-x—jux^-ju 


ONIe 


A | 

CI 


C P i 

5-CI 


u 
n 


Me 




1802 


2-f xz;nf ji/ 


/Ml 

OMe 


A | 

CI 


5-CI 


H 


MUO 




1803 




OMe 


A | 

CI 


5-CI 


u 
rl 


PU 

OH 




1804 




All 

OMe 


A | 

CI 


C P 1 

O-CI 


Me 


ii_ 
Me 




1805 


2-^X_JUX5 1 JU 


/Ml 

OMe 


A 1 

CI 


jr a 1 

o-CI 


Me 


MUO 





1806 


2-^x—jux^-ju 


/Ml 

OMe 


A | 

CI 


C P 1 

o-CI 


Me 


Un 




1807 


2-5 1 x_ i /ux : y-ju 


All 

OMe 


CI 


C P 1 

O - CI 


n 


Ma 

Me 





1808 


2— t^X—JUX^JU 


A|| _ 

OMe 


CI 


a p i 
DO 1 


u 
n 


MUO 




1809 


2-5 1 x_jux-7 c ;u 


rut _ 

OMe 


C 1 


CP 1 


u 
n 


un 




1810 




OMe 


01 


fi— p 1 


ivie 


Ma 

me 




1811 


2— ^x— ;ux^;u 


All-. 

OMe 


CI 


R— P 1 
DO 1 


me 


MUO 

Vine. 




1812 


A — T" — r- ^— ■ I —r- f || 

2— ^X— ;ux^;u 


OMe 


01 


ft— P 1 
DO 1 


Me 


un 




1813 




OMe 


CI 


7_P 1 

/ 0 1 


u 

n 


Ma 

Me 




1814 


2—^x— )\zJL=r)\^ 


All 

OMe 


p 1 
CI 


7— P 1 
/ 0 1 


u 

n 


MUO 

vine. 




1815 


2-f X-JbXfJu 


nil 

OMe 


p 1 

CI 


7— P 1 
/ 0 1 


u 
n 


nu 
un 




1816 




All* 

OMe 


p 1 

CI 


7— P 1 

/ 0 1 


Ma 

Me 


Ma 

Me 




1817 


2-^X— )l/JLJ-)l/ 


nil 

OMe 


p 1 

CI 


7 P 1 

/-0 1 


Me 


MUO 

Nnz 




1818 


2— 7-x— ;ux^ju 


OMe 


p 1 

CI 


7— P 1 

/ O I 


Ma 

Me 


nu 

Un 




1819 


2-^x— jux^ju 


/Ml 

OMe 


p 1 

CI 


C MUO 


u 
n 


Me 




1820 


2-^x_;ux^-;u 


A|| 

OMe 


p 1 

CI 


C MUO 


u 
n 


MUO 
vine 




1821 


f\. ^» _m || ■ f* ■! 

2-^xzi ;ux^;u 


/Ml 

OMe 


CI 


c MUO 


u 
n 


nu 
Un 




1822 


A M«* MM • 1 || 

2-^-x— ;ux^;u 


/Ml 

OMe 


A | 

CI 


C MUO 

0-NH2 


Me 


Ma 

Me 




1823 


2-f x^;i/Xf ji/ 


/Ml 

OMe 


p 1 

CI 


c MUO 


Me 


MUO 




1824 


2-^x— ;ux^;u 


nn _ 
OMe 


p 1 

CI 


C MUO 


Ma 

Me 


nu 
un 




1825 


2-f x-ji/Xf ;b 


/Ml ^ 

OMe 


p 1 

CI 


ft MUO 


u 
n 


Ma 

Me 




1826 


a — r" — ii — r - il 


nil 

OMe 


p 1 

CI 


ft— MUO 


u 
n 


MUO 
Vine 




1827 




Air 

OMe 


p 1 

CI 


ft— MUO 


U 

n 


nu 

Un 




1828 


2-^x_;ux^ju 


All,. 

OMe 


p 1 

CI 


ft__MUO 


Ma 

Me 


Ma 

Me 





1829 


A — r* — • ii *nr" ~T* il 

2— T-X—JUX^U 


Al| 

OMe 


p 1 

CI 


ft— MUO 


Ma 

Me 


MUO 

vine 










CI 


6-NH2 


Me 


OH 




1831 




OMe 


CI 


7-NH2 


H 


Me 




1832 


2-^x-;ux^;u 


OMe 


CI 


7-NH2 


H 


NH2 




1833 


2-^x-jux^;u 


OMe 


CI 


7-NH2 


H 


OH 




1834 


2-^x-jux^jU 


OMe 


CI 


7-NH2 


Me 


Me 




1835 


2-^x-;i/X^;u 


OMe 


CI 


7-NH2 


Me 


NH2 




1836 


2-^x-;ux^;u 


OMe 


CI 


7-NH2 


Me 


OH 




1837 


2-^x-;ux5 1 ;u 


OMe 


CI 


5-Me 


H 


Me 




1838 


2-^x-jUx^;u 


OMe 


CI 


5-Me 


H 


NH2 




1839 


2-^x-;ux^;u 


OMe 


CI 


5-Me 


H 


OH 




1840 


= 2-f L x-;ux5 1 ;u 


OMe 


CI 


5-Me 


Me 


Me 
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lb □ T/J l*U. 


R1 


R2 


R3 


R3" 


R4 


R5 


1 ft/11 
I oH I 




OMe 

vine 


CI 


5-Me 


Me 


NH2 


1 ft/19 




OMe 


CI 


5-Me 


Me 


OH 


1 ftAQ 


/_ 7^ — / i/ — v /i/ 


OMe 


CI 


6-Me 


H 


Me 


1 PA/1 


T ~ JLX^ 1 JL 


OMe 


CI 


6-Me 


H 


NH2 


I 0*fO 


0-^-1_ — JLT^ JL 


OMe 


CI 


6-Me 


H 


OH 


I 0*tO 


£ /^ -1- ^— / 1/ J t\s 


OMe 


CI 


6-Me 


Me 


Me 


1847 


2-^XXJLX^y 11 JL 


OMe 


CI 


6-Me 


Me 


NH2 


1848 


2-^ l xx;lx^ 1 jl 


OMe 


CI 


6-Me 


Me 


OH 


1849 


2— fl-JHf 


OMe 


CI 


7-Me 


H 


Me 


1850 


2-^xxjux^;u 


OMe 


CI 


7-Me 


H 


NH2 


1851 




OMe 


CI 


7-Me 


H 


OH 


1852 




OMe 


CI 


7-Me 


Me 


Me 


1853 

1 U JO 


2-^XXJLX-^JL 


OMe 


CI 


7-Me 


Me 


NH2 


1854 


2-^-xz: jlx^jl 


OMe 


CI 


7-Me 


Me 


OH 


1855 


P-^fXXJLX^ JL 


OMe 


NH2 


5-H 


H 


Me 


1858 


?-f I - JLX^JL 


OMe 


NH2 


5-H 


H 


NH2 


1857 


?-■=£• x ~~ JLX^fJL 

£ / — ^ — / is y yi^ 


OMe 


NH2 


5-H 


H 


OH 


1858 

1 QUO 


9-* X X JLX JL 


OMe 


NH2 


5-H 


Me 


Me 


185Q 


P-^F-XXJUX^JU 

y y ^» y / 


OMe 


NH2 


5-H 


Me 


NH2 


1880 
1 oou 


9-^X ~ JLX-^- JL 

t. / — *— — — y — y / *^ 


OMe 


NH2 


5-H 


Me 


OH 


1881 


t_ y * — / fc^ 1 y / *^ 


OMe 


NH2 


6-H 


H 


Me 


1 889 
i out. 


2-* X X JLX ^-JL 


OMe 


NH2 


6-H 


H 


NH2 


188^ 

1 QUO 


2-^xx;ux5=-;iy 


OMe 


NH2 


6-H 


H 


OH 


1 884 




OMe 


NH2 


6-H 


Me 


Me 


1885 


t y y v y /i^ 


OMe 


NH2 


6-H 


Me 


NH2 


1888 


2— ^XXJIyX^- Jl/ 


OMe 


NH2 


6-H 


Me 


OH 


1 887 

1 00 / 


2-^ XZJLXf Jl 


OMe 


NH2 


7-H 


H 


Me 


1 888 
1 ooo 


2-^ X X Jl/X * Jl/ 


OMe 


NH2 


7-H 


H 


NH2 


188Q 

1 OOa 


9-*XZJI/X^Jl/ 


OMe 


NH2 


7-H 


H 


OH 


1870 

IOf u 


2— ^-XXJUX^-JU 


OMe 


NH2 


7-H 


Me 


Me 


1871 




OMe 


NH2 


7-H 


Me 


NH2 


1872 


2-^x^.;ux^;u 


OMe 


NH2 


7-H 


Me 


OH 


1873 


2-^x-;l,x^;u 


OMe 


NH2 


5-CI 


H 


Me 


1874 


2-^x-;ux^-;u 


OMe 


NH2 


5-CI 


H 


NH2 


1875 


2-^x-jux^;u 


OMe 


NH2 


5-CI 


H 


OH 


1876 


2-^x-;ux^;i/ 


OMe 


NH2 


5-CI 


Me 


Me 


1877 


2-*xzuux-5 1 ;u 


OMe 


NH2 


5-CI 


Me 


NH2 


1878 


2-^x-jux^;u 


OMe 


NH2 


5-CI 


Me 


OH 


1879 


2-^x^;ux^;u 


OMe 


NH2 


6-CI 


H 


Me 


1880 


2-^x-;ux^;u 


OMe 


NH2 


6-CI 


H 


NH2 
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iCaW No. 


D1 

Kl 


R0 

rlt 


D9 
rxO 


R3' 


R4 


R5 




1881 


o js. -T- — ji ~r ^ ii 

— ji/XTvU 


Alia 


MHO 


O U 1 


H 

n 


OH 

un 




h on o 

1882 


2~"XX — yU-1- TVU 


Ume 


MH9 
IMn£ 


U u 1 


Mp 

me 


Mp 

IfIC? 




1883 


0 ^ ~t~ — ii t 5C- JL 

Z-T-J- — yl/X y yU 


AM a 


MUO 
IMn^ 


0 u 1 


Mp 
me 


NH2 
in it 




1884 


o rc T* — II T J. II > 

2 — 7^ -L — yU-L / 


uiYie 


IMn/C 


u u 1 


Me 


OH 




1 QOK 
I OOO 


o_^c T — JL T JL 


AUp 

uiYie 






H 


Me 




188o 


O JX. T — || T ^ IK 

2 — IT -I Ji/J-TJl/ 


uivie 


MHO 
ixnz 


/ u 1 


H 
1 1 


NH2 




i OQ"7 

loo/ 


Z — T - 1 yi/XT/U 


uivie 


NH2 
lint 




H 


OH 




1 OOO 

looo 




uivie 


lint. 


7-CI 
/ w 1 


Me 


Me 




i ooy 


z / -i — yu-*- / y^ 


unfits 


NH2 
iii it 




Me 


NH2 






-j- — II Ti. JL 

Z y -i yua-T^yi/ 


uine 


NH2 

line. 




Me 


OH 




loy i 


Z y -I- — yi/-i-7/i/ 


UillC 


NH2 

111 \C 


5-NH2 

vl 111 It 


H 


Me 




1 QQ9 

loyz 


9— T — JL "T ^ IL 


HMp 

Ulrlc 


NH2 
111 it 


5-NH2 


H 


NH2 




i yyo 


9—* T JL T JL 


UWIc 


NH2 


5-NH2 


H 


OH 




1894 


9—^. T — ILT^ JL 
£ — y J- — 7U-L7VU 


Ulilt; 


lint 


5-NH2 
\j in it 


Me 


Me 




1 one 

1 89o 


Z J yv-i-7/L' 


uivie 


lint 


5-NH2 

\J 111 It 


Me 


NH2 




•4 one 

1896 


9— A T — ILT * IL 


uirie 


MH9 
lint 


R-MHO 
u lint 


Me 


OH 




■i nm 

1897 


9 T " II T II 

2-7^ x — ;uj--r;i/ 


AM 0 

uirie 


MHO 
tint 


u lint 


H 

1 1 


Me 




1898 


2~7" X. — yU-i-^yU 


AM A 

uivie 


MHO 
linZ 


u lint 


u 
1 1 


NH2 

ell it 




1899 


O ZtL T — II 1" ^XL II . 


nun 


MHO 
lint 


O lint 


H 


OH 

Wl 1 




1900 




AU A 


MUO 

nnz 


fi— MHO 
0 lint 


Mp 


Me 




h nni 

1901 


2~7^X — yi/J-T/U 




MHO 
lint 


u lint 


Me 


NH2 




1902 


9— T — ||,T ZX. JL 


ume 


MH? 
lint 


6-NH2 

\j 111 it 


Me 


OH 




19Uo 


Z — T -» yl/-J-7^/l/ 


ume 


NH2 
in it 


7-NH2 


H 


Me 




1 9U4 


9—* T ilt* JL 


OMp 
ume 


NH2 
in it 


7-NH2 


H 


NH2 




i yuo 


9_iC.T — jl nr JL 


OMe 


NH2 


7-NH2 


H 


OH 




lyuo 


1—^- t — JL T ^ JL 
Z — /-J yu-i-/yt/ 


OMp 


NH2 


7-NH2 


Me 


Me 




l yu / 


Z T-L — /l/J-T// 


OMe 

vlllw 


NH2 


7-NH2 


Me 


NH2 




i yuo 


9-«=F- T ~~ JL T JL 


OMe 


NH2 


7-NH2 


Me 


OH 




1909 


9 .31 -r — IL "T ■=?■ JL 
Z — y -J yU'-L y yl/ 


DMp 

ume 


NH2 

lint 


5-Me 


H 


Me 




1910 


9 iT — ll T ^ JL 

2~7^X — yl/-i-T/U 


DMp 
ume 


WHO 
lint 


5-Me 

<J IIIC7 


H 


NH2 




191 1 




OMe 


NH2 


5-Me 


H 


OH 




1912 


2-*X-;UX5 1 y , U 


OMe 


NH2 


5-Me 


Me 


Me 




1913 


2-^X-JUX^U 


OMe 


NH2 


5-Me 


Me 


NH2 




1914 




OMe 


NH2 


5-Me 


Me 


OH 




1915 


2-^x-jux^;u 


OMe 


NH2 


6-Me 


H 


Me 




1916 


2-^xxjux^u 


OMe 


NH2 


6-Me 


H 


NH2 




1917 




OMe 


NH2 


6-Me 


H 


OH 




1918 


2-^xxjux^;u 


OMe 


NH2 


6-Me 


Me 


Me 




1919 




OMe 


NH2 


6-Me 


Me 


NH2 




1920 


2-^x-;ux^;u 


OMe 


NH2 


6-Me 


Me 


OH 





4 
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ibpft No. 


R1 


DO 


D1 
Ko 


DO' 






1921 


2-3 L i— ;ux?-;u 


All 

OMe 


nuo 
NH^ 


"7 Ma 

/-Me 


u 

n 


Ma 

Me 


1922 


a J~ ■ — ■ ■ l" it 

2-f I-JUfib 


nil. 

OMe 




"J Ma 

/-Me 


u 
n 


line. 


1923 


2-5 L x_ jux^ju 


OMe 




"7 Ma 

/Me 


u 
n 


nu 
un 


1924 


2-^-x_ jux^PJU 


OMe 




"7 — Ma 

/Me 


Ma 

me 


Ma 

Me 


1925 




All ^ 

OMe 


MUO 


"7 Ma 

/— Me 


Ma 

Me 


MHO 
vine. 


1926 


2— ^x—jux^ju 


OMe 


MUO 


"7 .Ma 

/-Me 


Ma 

Me 


nu 
un 


1927 




All. 

OMe 


Me 


On 


u 

n 


Ma 

Me 


1928 


2— ?-x_ ;uxf ;i/ 


AM^ 

OMe 


ii* 
Me 


On 


u 
n 


MUO 

fine. 


1929 


n — r" -T- — 1 1 -Y- i| 

2— ?x_;ux^-;u 


All A 

OMe 


Me 


On 


u 

n 


un 


1930 


2— ^-x— ;ux^ju 


Air 

OMe 


M^ 

Me 


On 


Ma 

Me 


Ma 

me 


1931 




UMe 


Me 


on 


me 


MH9 

nn£. 


1932 


2— ?x_- jux^;u 


AM_ 

OMe 


ii- 
Me 


c_ u 
On 


Ma 

Me 


nU 
un 


1933 




OMe 


Me 


On 


u 

n 


Ma 

Hie 


1934 


2-^X_JUX5vU 


All. 

OMe 


Me 


On 


u 

n 


vine. 


1935 


2— ^■X—JUXTJU 


OMe 


u* 
Me 


R— U 
On 


u 

n 


un 


1936 




AM* 

OMe 


Ma 

Me 


ft— 14 

on 


Ma 

Me 


Mo 

nne 


1937 


A -f- || T~ || 


All- 

UMe 


Ma 

Me 


ft— H 

o n 


Ma 


vine. 


1938 




UMe 


Ma 

Me 


ft— 14 

o n 


Ma 
ivie 


OH 
un 


1939 




All* 

UMe 


Ma 


7— H 

/ n 


u 
n 




1940 


2-^-x— jux^;u 


AM* 

OMe 


M* 

Me 


7—14 

/ n 


u 
n 


line. 


1941 


2-^-x— jux^tju 


All 

OMe 


Me 


1 14 

/ n 


u 
n 


nu 
un 


1942 


n "T" ^ m il it 

2-^-X— Jl/X^JU 


AM* 

OMe 


ii* 

Me 


7—14 

/ n 


Ma 

Me 


Mo 

me 


1943 




All. 

OMe 


M* 

Me 


-7_U 

/ n 


Ma 

Me 




1944 


a - y v ii ^ ii 

2-^-x— jux^-;u 


All 

OMe 


ii- 
Me 


"7— U 

/ H 


Ma 

Me 


nu 
un 


1945 


2-^XXJUX5 1 JU 


All. 

OMe 


ii* 

Me 


0 0 1 


u 
n 


Ma 

Me 


1946 


2-^x— jux^jl> 


AM* 

OMe 


Me 


OU 1 


u 
n 


line. 


1947 




All — 

OMe 


M* 

Me 


0 Ul 


14 

n 


nu 

Un 


1948 


a r* tl — ** it 

2-^x ;ux^u 


AM— 

OMe 


Ma 

Me 


C_A 1 

0 0 \ 


Ma 

Me 


Ma 

me 


1949 


-T* -V- ^— || — Y~ *^* || 


All — 

OMe 


Ma 

Me 


r_p 1 
0 0 1 


Ma 

me 


NH9 


1950 


a ^» -v— — || **r* H 


UMe 


Ma 

Me 


R— P 1 
0 O 1 


Mo 

me 


nu 

un 


i yo i 




OMe 


Me 


6-CI 


H 


Me 


1952 


2-^x-;ux^;u 


OMe 


Me 


6-CI 


H 


NH2 


1953 


2-^x^jux^u 


OMe 


Me 


6-CI 


H 


OH 


1954 


2-^x-jUx^^ 


OMe 


Me 


6-CI 


Me 


Me 


1955 


2-^x-;ux^;u 


OMe 


Me 


6-CI 


Me 


NH2 


1956 


2-^x-jux^;u 


OMe 


Me 


6-CI 


Me 


OH 


1957 


2-^X^JUX^U 


OMe 


Me 


7-CI 


H 


Me 


1958 


2-^xx;ux^;u 


OMe 


Me 


7-CI 


H 


NH2 


1959 




OMe 


Me 


7-CI 


H 


OH 


1960 


2-^x-;ux^;u 


OMe 


Me 


7-CI 


Me 


Me 
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It No. 


R1 


DO 


\\0 


HO 


R4 
r\t 


R5 




1961 




UMe 


Mo 

we 




iiie 


NH9 




1962 


2— X — y|/XT/l/ 


nii rt 

UMe 


Me 


7— PI 
/ U 1 


Mp 
iii e 


OH 

\jn 




1963 


O -f- — H -r- if 


UMe 


Ma 

Me 


R-NM9 


u 
n 


Mp 
me 




1964 


2— x — jux^-;u 


UMe 


Mo 

me 




u 
n 


NH2 
in \t~ 




1965 


A T - II T "T || 


ume 


Mo 

Me 


K_MUO 
O lint 


U 

ii 


OH 

Wl 1 




1966 


t* "T~ ~ 1 1 T" 11 


UMe 


Mo 

Me 


R— KIM9 


Mp 


Mp 
me 




1967 


o -r -i- — 1 1 -T- -f it 

2-7^ X— jux^-;i/ 


All- 

UMe 


Mo 

Me 




Mp 


NH2 




1968 


2-TX_jux^-;u 


UMe 


Mo 

Me 


R-KIM9 


Mp 
lilt? 


OH 




1969 


2— xX— JUX^yU 


UMe 


Mo 

Me 


D IMn^ 


U 
n 


Mp 

me 




1 970 


A ^* "l" ~" II ~T* ^* || 


UMe 


Mo 

roe 


D IMrl/C 


u 

n 


111 1 c~ 




1971 




UMe 


Mo 

Me 


D iMn^ 


u 
n 


OH 
un 




1972 


2 — r* x — ; u x ^ ; u 


All _ 

UMe 


Mo 

Me 




Mp 


Mp 

me 




1973 


O ^ T — II -I— gg || 

2— ^X — JbX7-;U 


UMe 


Mo 

Me 


ft— MH9 


Mp 


MH9 




1974 


2— ri- jux^;u 


All. 

UMe 


Mo 

Me 


fi— KIM 9 


Mp 


f)H 
un 




1975 


2-^ l x_jux^;u 


UMe 


Mo 

Me 


7— MHO 


u 
n 


Mp 

me 




1976 




UMe 


Mo 

Me 


7— MH9 

/ vine. 


u 
n 


lint. 




1977 




UMe 


Mo 

Me 


7-MH9 

/ vine. 


u 
n 


OH 




1978 




nii A 

UMe 


Mo 

Me 




Mp 

we 


Mp 
me 




1979 


A f -1- — || ~T" •<* || 


All- 

UMe 


Mo 

Me 




Mp 

me 






1980 




UMe 


Mo 

Me 


7— MH9 

/ vine. 


Mp 

wie 


OH 
un 




1981 




UMe 


Mo 

Me 


R-Mo 

o ine 


u 
n 


Mp 
me 




1982 


A -f* -f- Il T T II 


UMe 


Mo 

Me 


0 me 


U 

n 


1MH2 
iii it. 




1983 


2~tX — Jbxt;i/ 


nil. 

UMe 


Mo 

Me 


o ivie 


H 

n 


OH 
\j \ i 




1984 


A -** t ■ Il T T || 

2-fi — )\sJ--r )u 


nil a 

UMe 


Mo 

Me 


R-Mo 


Mp 
nie 


Me 




a aac 

1985 


A .31 -f II T II . 

2-jX — yt/X-^yU 


uwe 


Up 




Me 


NH2 




1 986 


A ~T* ^» — il -p J Jl 


UMe 


Mo 

Me 


q me 


Mp 


OH 

ul 1 




1987 


a -** t n t ~T ii 


UMe 


Mo 

Me 


O HI6 


H 


Me 




1988 


A "T" — Il T" ^* || 


UMe 


Mo 

Me 


ft—Mo 
D HI6 


u 

n 


NH2 
iii it. 




1989 


A f il T" || 

2-^x — ji/Xi-;u 


UMe 


Mo 

Me 


A-Mo 
o Me 


u 
n 


OH 




1990 


ft -** w» — il ~T* || 

2— f-x— jux^;u 


UMe 


Ma 

Me 


R— Mo 

D Me 


Mp 

me 


Mp 

me 




1 QQ1 




OMe 


Me 


6-Me 


Me 


NH2 




1992 


2-^i^;n5 1 ;u 


OMe 


Me 


6-Me 


Me 


OH 




1993 


2-^x-;ux^;u 


OMe 


Me 


7-Me 


H 


Me 




1994 




OMe 


Me 


7-Me 


H 


NH2 




1995 


2-^x~;ux^;u 


OMe 


Me 


7-Me 


H 


OH 




1996 


2-^x-jux^;u 


OMe 


Me 


7-Me 


Me 


Me 




1997 


2-^x-;ux^;u 


OMe 


Me 


7-Me 


Me 


NH2 




1998 


2-^x-;ux^ju 


OMe 


Me 


7-Me 


Me 


OH 




1999 


2-^x-;uxtF;u 


OMe 


H 


5-CI 


H 


Me 




2000 


2-^x-;ux^;u 


OMe 


H 


5-CI 


H 


NH2 





WO 01/40226 



PCT/JP00/08447 



5 8 

1 

jfr&y>} No. R1 R2 R3 R3' R4 R5 

2001 OMe H 5-CI H OH 

2002 2-fI-;HfJl/ OMe H 5-CI Me Me 

2003 OMe H 5-CI Me NH2 

2004 2-^XXJUX^JU OMe H 5-CI Me OH 

2005 2-^X— JUX^JU OMe H 6-CI H Me 

2006 2-^X— JUX^JU OMe H 6-CI H NH2 

2007 2-^X-JUX^-JU OMe H 6-CI H OH 

2008 2-y-X— JUXT-Jl OMe H 6-CI Me Me 

2009 2-^X-JUX?-JL/ OMe H 6-CI Me NH2 

2010 2-^X— JUX^JU OMe H 6-CI Me OH 

2011 2-^X— Jt/X^JU OMe H 7-CI H Me 

2012 2-»XZJl/lfJ|/ OMe H 7-CI H NH2 

2013 2-^X-;UX^;U OMe H 7-CI H OH 

2014 2-^XX;i/X^=-jU OMe H 7-CI Me Me 

2015 2-fX-JI/XfJI/ OMe H 7-CI Me NH2 

2016 2-fX-^Xfil/ OMe H 7-CI Me OH 

2017 2-tFX— JUX^JU OMe H 5-NH2 H Me 

2018 2-^X-;UX^JU OMe H 5-NH2 H NH2 

2019 2-^X-;UX^JU OMe H 5-NH2 H OH 

2020 2-^X-;UX^;l OMe H 5-NH2 Me Me 

2021 2-fX-jl/Ifil/ OMe H 5-NH2 Me NH2 

2022 2-^X-JI/Xf j|/ OMe H 5-NH2 Me OH 

2023 JUX^JU QMe H 6-NH2 H Me 

2024 2-^X_;UX^JU OMe H 6-NH2 H NH2 

2025 2-^X-;UX^;U OMe H 6-NH2 H OH 

2026 2-^-X- JUX^JU QMe H 6-NH2 Me Me 

2027 2-fX-jl/Xf Jl> OMe H 6-NH2 Me NH2 

2028 2-?-X-;UX?JU OMe H 6-NH2 Me OH 

2029 2-3 1 XXjUX^JU OMe H 7-NH2 H Me 

2030 2-^X-;UX^U QMe H 7-NH2 H NH2 

2031 2-^X-JUX^JU OMe H 7-NH2 H OH 

2032 . 2-fX-Jl/Xfil, OMe H 7-NH2 Me Me 

2033 2-3 L XXJUX^;U QMe H 7-NH2 Me NH2 

2034 2-fX-j|/XfJI/ OMe H 7-NH2 Me OH 

2035 2-f-X— JUX^JU OMe H 5-Me H Me 

2036 2-^X~ JUX^Jl QMe H 5-Me H NH2 

2037 2-^X~;UX^JU OMe H 5-Me H OH 

2038 2-^X-jUX^JU QMe H 5-Me Me Me 

2039 JUX^JU OMe H 5-Me Me NH2 

2040 2-^X — ;UX^;U OMe H 5-Me Me OH 
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ID D TZJ NO. 


PI 
ft 1 


R2 


R3 


R3' 


R4 


R5 


£U41 


0—Z£- T — IL T <hP- II > 


UNIc 


u 
n 


u two 


u 

1 1 


Me 


ZU4Z 


orr. t" — IL T II > 


UIHc 


u 
n 




H 

n 


NH2 


2043 


2— ~ JUX^-JU 


OMe 


H 


6-Me 


H 


OH 


2044 


2-^XXJUX^JU 


OMe 


H 


6-Me 


Me 


Me 


2045 


2-*xxjux*ju 


OMe 


H 


6-Me 


Me 


NH2 


2046 




OMe 


H 


6-Me 


Me 


OH 


2047 


2-^x-;ux^;u 


OMe 


H 


7-Me 


H 


Me 


2048 


2-fiz;nf;i/ 


OMe 


H 


7-Me 


H 


NH2 


2049 




OMe 


H 


7-Me 


H 


OH 


2050 




OMe 


H 


7-Me 


Me 


Me 


2051 


2-^x-jux^;u 


OMe 


H 


7-Me 


Me 


NH2 


2052 


2-^x-jux^u 


OMe 


H 


7-Me 


Me 


OH 



*9m>-to& (I) toitSmt* fl*l*l#gB¥4-2 7 52 8 8*>BI8tt8fl 



^99021 5 7#tia**tifc^-c» ^h>^ cm) zmwtu mm 

5 JiOfcffT* *»+0-75y'<>X7^ft KSitt; (IVa) *fcl*0-7 5 

ST-bhyns ym&& (ivb) *fci*o-7 5/^> x /x (ivc) tm 
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*««:^lc«kor3ltiEc*HSiBtt»»*#5«i*tt*fi«)/*&«*fc(* : PI»l= 
10 ffll^C<!:#T!£6o i*itt^«iffli^t4!liiLtlt BBSS. 
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(sle) , BHMRfttt£l=J:&M&&£*<fe&. n&tc£&£tt€*'4'tt 

LTIi, T^V/WT-H, Pi cki« Parkinson^ 
Hunt i n g t o n ftttft, Jllff tttt±ttflW*» Shy-Drager 
5 Ramsey-Hunt £<£P, fsfc14*B£Jgfc50s<b£fc l ) * 

mmt LT(*> VWBWMTfc. B¥1*B«B«T*, Gushing^ A 

dd i son*, sn-r-sffijfii^fs^A^fey. **&imiiJi«fcLTi*, we 

r n i ckeii. ^^M, t^5VB1 lff*£W*£fcif 

10 *mts.£1MbVs MMt LXits BBB* BttMM*&£*<&U. i^itLt 
lis BK^« HSiifc. BffiB. xn-S-r^xBSMfc, aids, 

H. Ha&m. BB»tt^XhD7-f-*, 5 m>K'J7- 5 

15 

*§m<r)9tfg ■ tm&wmts B5Ltftta)***«*»i"** <bac<» bjul 

lit, »«*tt*ft, **Wa3J:tmBI**, Jig&iltttllSit*. 

«M*B, ^#Sg, ISIEPSIS, Afc£<b) l=*tLTffll*&*i*B»fc« 
20 H1Sto1txmi*&Z£1fiT!lt&. 

^P7i^f-K 'fWX ^□'Oh^'JX r-75/ISSI, r- 

25 * $/JU»$>fc Kdx;u=T h**», MEW?x>7a*sJ\>+ *Bff**>*>'J K 
7^;u^>v^^>s y^jiMJo t*>*s>. -f^7Xhs tfi/TK-tr^X 
=.-fe;up*u>. -7u«r>g*v*/*vh\ ^>h^-i/7^"j>, h7ev/k 
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-tf$*fl!>jfil&»*Slk ^7^P^ hlKDfciJfil/jN*5^felf b*i 

5 6 0 

>XhPt°X x^b-Jk t^ijfX ?P>*i?X v?i>t h*7 5>^ 
©Parkins o n M^(iX^<kt;i)fri£(OiHffafttN(ft*ll«A<ftlf 

10 h'fiex P7i^iX -fs^sx ^u^t^x 7;u#*-y- 

5 = 7>-te'J>, H5l/K>, v^P^'JX -y-^i^^CDinool^ V 

If htl&o 

pzuu^vx ?uk-vp>, T*-***>s>&<Dmn^ji>? 
20 *=?^m n#fcif 
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-eta, &$$mt Lx\t)±mu mi ?m -h^^u mmi nmuz 
tfmfbti* c*ie>#Jsii^»©»#JttflftJ:or«ai-r*zt3&<T?#*c 

>$~? %> ft BO. O001mg~10g, »JL<liO. OOlmg 

(4 a R, 1 2 a R) -2-> a - (3-t h'P^>7i-^) - 1 , 

10 2, 3 F 4, 4a, 5, 12, 1 2 a -*t * t KP *) > [2 , 3-g] 

*<b^fi@^^I i F9 9 0 2 1 5 7mz&MZhT^Z>l5mzX£f$.Ltzo 

2->fJl/-4a a- (3-> -1 1 -^/U-1 , 2, 3, 

15 4, 4a v 5, 12, 1 2 a 0 -*5 * t h'O U -/ [ 2 , 3-g]-fV* 

2->^;U-4 a ct- (3-> h**>7i-;U) -6-^7-1 s 2, 3, 
4, 4a, 5, 6, 7, 8, 8 a fi -*t $ t h*P 4 M > 1 5 0 m g (0. 

5 5mmo I ) iO-75^7t h7i/>100mg (0. 74 mm o I) £ 
20 ra5mLlCiD^r3B#W*D^s3tELfco t&fQJptSbK^"}" h 'J ^AtK^ 

^^•t7AT$£^;1liLf=o ib*if:^S*i/UA^7A^07 h^77 
^- (^PP/f^UA : : 2 8 %7> : E-77X/ , t;1?= 2 0 : 1 : 0. 1 

-10:1 : 0. 1 ) IZ&Vftf&mmU 2 1 1 m g M^b^A^btlfc ( 
25 J|X*1 0 0%) o 
#^fll3 

2->^l/-4a a- (3-t KP*v7x=Jl,) -1 1 -*^;U-1 , 2, 
3, 4, 4a, 5, 12, 12 a 0-*<7$ t KP-*/ 'J/ [2, 3-g] •< 
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y*yj> 3. &B£ 

##f5»J2-e#btlfc2-/5 L ;U-4 a a- (3->h+v7i-^) -11- 
pt^;U-1. 2, 3, 4, 4a, 5, 12, 1 2 a /3 $ t KP 'J J 

[2, 3-g] •< 7*/ 'J>2 1 Omg (0. 56 mm o I). n-jQ/OT 
5 *-;UO. 2 9mL (3. 2 0mmol) $7/l/i>f?i^T, DMF;tJ£7m 
LfCgfrU * , J^A-t-^h + vh'3 2 0mg (2. 8 5mmo I) 
T1 2 0^V2 0^ffii1Xi^mnLtz o ?K^T1 m^^4mL^jn^.rK1±i3L 

;UA : y.*/-;U (4:1) E£?fcT?ttaj Lfc. *T*S£*-e2fe#U 

^ja-CSeSLTI 3 1 mg(D*IHb£*S£»fc W6 5%) . * / 

Jtlfe£ft)?t.Ttt4bU XJitffc, i-f/^»^TlltaiLt 
M<b£#l0>%ifeg1 43mg^f :o 
4 ■ 

15 2-^fJI/-4aa- (3-> h + v7i-/l/) -11-75/-1, 2, 3, 

4, 4 a, 5, 12, 1 2 ayS-yJ-^^ t KP-^y 'jy [2, 3-g]<fV* 
/ 'J > A 

2->-^-4 a a- (3-> h + v7i-/l/) -6-t+V"1 , 2, 3, 
4, 4a, 5, 6, 7, 8, 8 a 0 -*$*fc Kn-f >1 5 Omg (O. 

20 5 5mmo I ) iO-TSM^ 1 /- h'JiH 3 Omg (1 . 10mmol)£ 
5 m L \Zl)UXX 4 4 $Mft]&&3& Lfc, ttJfrSL fiaftK**± h 'J ^ A7K 

»»*ipjE.r» $pp*;ua: y^y-;u (4 : D aaanfttai Lfc. *r$ui 

25 ^=50:1) iZ^yflHillttU 8 3 m g <DSH<b£*8J&«»&*l.fc (1Xf4 1 

%) o 

2-^f;b-4ao- (3-th'P^>7i3) -1 1-7S/-1, 2, 
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3, 4, 4a, 5, 12, 1 2 aft-*?* t KP-*/ 'J / [2, 3-g] -f 

y*/'j> 5. 

##^j4-e#btLfc2->^;U-4 a a- (3-* h4rV?i-;U) -11- 
7S/-1, 2, 3, 4, 4a, 5, 12, 1 2 a fi £ t K □ ~*J 'J / 

5 [2, 3-g] -fV*/M>83mg (0. 22mmo I) „ n-^P/O^* 
-JUO. 10mL(1. 0 6 0mmol) ^7il/i>#I^T, DMFi§i7m 
UCgfrU fc'J'i'A- t -?h*vKl 06mg (0. 9 5mmo I ) 
T1 2 0JKT?2 0lHIHIJlDlMt#Lfc. **T1 ««tt»4mL$to*Tilttl=L 

io ;ua : y ^y-;u (4 : i ) S£fcT?ttUJLfc 0 *«i**-cft*u »7KSS^ 
7y^v-!;AT'«IiU:, »&*ifc»«2* p p /-;u>I 

£&r?SJKIILT3 5mg<7)$Ii<b£^£#tc (J|X$4 4%) „ 

®fc£890>&K£4 0 m g £|#fc 0 
15 ##016 

( + ) -7, 9-i/^P ; E-4a- (3-^ h4r->7 x -)],) -2-*=J-)\,- 
1, 2, 3, 4, 4a, 5, 12, 1 2 a $ t KP -*/'J > C 2 , 3g 

] -< v*/ y > e. 

( + ) -4 a- (3-> \»*i/73L-)l) -2->*JU-6-3MrV-1 , 2, 
20 3, 4, 4 a, 5, 6, 7, 8, 8 a £ t h*P -f V*/ U > 382. 4mg J: 

(52-75^-3, 5-^7P^>X7Jl/ft K 1.95g£x$./ —jufcftfrU 
y$>7Jl/*>I§ 0.454ml $fc*T 2 B#Hto»«aE Lfc. JfcftgL tefQJKiSTK^I 

25 h^77-f- (^PPt^A : ^/-il/=4 0 : 1 ) CJ^ftttU «Hfl:£ 
^^ 683.7mg#fc (W95%) . 

( + ) -7, 9-^Pi-4a- (3-t h'0^rv7i-;W -2-*^U 
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-1, 2, 3, 4, 4a, 5, 12, 1 2 a -t^^ t U > [2, 3 

g] 4 s J*rJ U > 7. 

##0l|6-C*#b*lfc ( + ) -7, 9-y^Pt-4a- (3-*h*->?xrL 
)l) -2.-*=f-)\,-^ , 2, 3, 4, 4a, 5, 12, 1 2 a -*<7 * fc KP - 
5 */'J> [2, 3 g] -f 73V M > 669. 6mg£S/^7PP>t$> 15ml fcftfrU 
*ftT, = *fc*«7*5?*PP> (Itnol/I) £6.49ml jj&TLfco 0°C 

10 -f- (*PP?M,A : ^/-Jb=20 : 1 ■ 5 : 1 ) "CHSU ffiS<b£ttl£ 
381.5mg^f= (JJX^59%) , 

( + ) -7, 9-v^P^-4a- (3-tKD^>7i-^) -2-*T)l 
-1, 2, 3, 4, 4a, 5, 12, 1 2 a -*<7 $ fc KP 'J > [ 2 , 3 
15 g] V^r/ 'J >^^>X;i/7f>>^ 8. 

##^lj7^#btlfc ( + ) -7, 9-v7Pt-4a- (3-th'P+v7i 
^;U) -2->^;U-1 , 2, 3, 4, 4a, 5, 12, 1 2 a fc KP 
-*/'J> [2, 3g] •< V4r/ 'J>381.5mg £ / -;UC^>g£-fe»\ 
/UU*>K1. 522ml £JQ;L 10fl«i#Lfco Sl5Jft$MLf=»aS*» 

20 /-;k »»x^;ufej;o:i?i^;n— r;u«fcysatiS*-&, «SHb£&£348. 

2mg fffco 

( + ) -9-7;btQ-4a- (3-> h^r>7rz;i,) -2-^^;U-1, 

2, 3, 4, 4a, 5, 12, 1 2 a $ t K P l ) > [ 2 , 3g]-f 
25 V*/'J> 9. 

( + ) -4 a- (3-> h^rv7i-;i/) - 2 -> ^U- 6 -?Mr V- 1 , 2, 

3, 4, 4 a, 5, 6, 7, 8, 8 a $ t K P -f 7*/ 'J > 380. 3mg J: 
i;i?^f^A7 5 Kv> ^;U7Hz^-;U 0.924ml Hl/Xi/jfJgtK 5.5 



WO 01/40226 PCT/JP00/08447 

6 7 

B#IWttJ»»3SELfc. ttftfc, BLfcmZmm* *Ett*Lfc. b> 8ml 
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;UA : >$/-;U=1 5 : 1 - 1 0 : 1 ) l=<fcy|MlU «Hfcfc«B£ 249. 9mg 

mtz mm 48%) 

##fl>] 1 o 

(+) -9-7;u*p-4 a - (3-t Kp*S/7x^;u) -2-y^u-i , 

10 2, 3, 4, 4a, 5, 12, 1 2 a $ t KP 'J > [ 2 , 3g]-f 
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-2->^;U-1, 2, 3, 4, 4a, 5, 12, 1 2 a -3*-£ $ t K □ -4r/ 
ij > [ 2 r 3 g ] -f V*/ M > 249. 9mg £i/<7 □ P * $ > 9ml (C^fr U ft/lTF. 
15 =git*<5m<D 1^BP^ 3. 32ml £;iTF Lt2 RM8t$ Lfc, 

hy*A*»jfc£'>*1**3ttia.-C, 30^MiltL<afliLfc. S 

- (>7PPtM/A : : "f V^P tfJUT 5 >=97 : 2. 7 : 0. 3) "CUSIL 

20 fc&^Fblcgffi^P? h^77-f- (^7 P P ^JbA : 7 V^-Tfift^ □ P 
A=1 : 1) TfilL, ««<b^«B*65mgf»7S: OR* 27%) 

( + ) -9-7Jl/tP-4a- (3-tKP* 4 >7iZ;i/) -2-^;U-1, 
2, 3, 4, 4a, 5, 12, 1 2 a $ t KP -*J U > C 2 , 3 g] ■< 

25 y*/'J>JB51MS 1 1 

0"Cfl|&*tfc ( + ) -9-7JttD-4a - (3-fc KP^rV^l- 
;U)-2->^;U-1, 2, 3, 4, 4a, 5, 12, 12a-***fcKP- 
4r/'J> [2, 3g] -fV4r^ 'J > 48. 6mg * /— ;U2ml (ZjgfrU L-JIS 
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Morris 7K&&&£ffl^fc^g ■ IBtt3fe^f^ffl <7>|^fiffi 

nmzembO I CRaytttV^X^ffll^fco SHK&fitt Morris water maze 
HirLT, Sra^B-eiM&fcMLfc. 1KttI*«*1 2 0#£U ? 

10 L, KtT£5BIH (5-tryva» nyiSLfc. 

-Ib^tt 1 <Dffl*li, 10, 3 0, fcil/IOO^g/kg, 

frfe? va >©fttaa>KfrBfli&3 0#ffrlCj£TlcS#Lfc„ T-*tt#tt#*r<Z> 

ft. Fisher's PLSD test KJ: y*»g£fc£ Lfc. P<0. 05 CD y 
15 fc«MSLfc. 

<fc**j.l0>iMI> 
-tzyva>1 izfcl+ftfta^Sa)^^^ h*-A^<DMB#IW(::£ttStf>&*i 

h*-A<<a>inBtlll|*<JSfltLfc. EH 5 1=» <b£*Q.<D«-5-fc 

20 cfcy. H24z-> va >Jsl», f-fl)ffl*lctt#LT^^ h*-A"sa>II]jB8#IH]tf 

h<tifci&Lfct,<DT*fc6o ^7*ttli^T'> h*-A^©fi]iijtl$ (ifccb 
USE) £, «l$ilifi-tr^i/a>ls]SJc^^L-Cl^ (*l£P<0. 0 5, **\*P 

25 <0. 01) o <b^«B±0)S:4lCj:y, Mo r r i s *&8&|itllKfcl,vC, -?0 

<it^mjB(omm> 

it£®l±(DWmt®fflz s itSMSO)®^* 1 )* 7^®^";h*-AA 
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5 Step-Down SStttt0BWSS»fcfcl**5*S»*«l* 

6 ilHitf) I C R &St1±7 t^Tto H^BI* 25x25x30c 

fcfe(DXf>UA®^U7 K**, S^'Jt/ K©-ftf=4. 5X4. 5X3. 0 
10 cm (*gxaff£xjtS£) fl)*8©^5? h?*- A^tgBLfctCD^fflL^o 

hu-ii>^iSfifcD6 0^friC'ib^j_(Di o ofcj:tf3 o oa< g /k g fc& 

£3l£jg;i-r<b^lT*&<lK N M D AS§ftfl)^MtSlaiM K - 8 O 1 (DO. 

=b*>S t e p-Down«ISLfc. T^XO) 4fl$tf fcW y t mftlZ 0 . 
6 m A<D'W% V 3 ? ? £ 2 flclcR ^tlHv3'^ b *l£ - 

tZ^Z-Ztzo fcfc, h U-->?f*frKfc^T, Step-DownW 
3-30^^^^^^ hUfHz&mLtzo 
20 hi4 ; fflihU-->^lifT<D2 4M^(Cffo7i:o 7^X^^7 7h 

Z>*- A±KS£* S t e p-Down|^t^3 0 0 Lfco 

<fc**LLG>ira> 

e p-D o wn;fB#I*H^-->^tTB#cJ:y tMftU flU-»y £<tSfiva 
25 >>^7 7b<#^bH-5>Z<!:^ia<iLri^C«!:^$^Tto MK-8 0 1^54 

S4S-ClifX hfitfrB$<7)S t e p-Down^B#li^RP^<tlt^LT^S^7l 
ttU • %mmmi)m%Zfotzo Z0JMK-8 0 1(DStep-Down ;t 
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{it* R 'lis ~5 057JU*Jk ^liS4~7<0v^P7;U^U 

7;u*;k j**&5~7<Dv^P7;i^-;u7;u*;k )3*iStg&7~i 407^^ 
5 *;k SiS[4~5(Dh7^7^-Jk 7MJk 77-^-2-^^7;^ 
;k ?-x=ju-2-> ou7;u*;k Mi-sroTMZ-fJk *>»/-Ok 

io */-f;u£«-f) s$u R 3 . R 3 ' tttti ~5©7JMwk ?k 

ttlfj 7 7*, A*. BOM, hU7^tP^f;k *>7/> tKPdPi/s 
ft*ai ~3<z>7;ua**>a;M$-Jk ftfH»1 ~3(D7;U*;U:t>;Utf-;U7 5 

SifSi&l ~5(D7JUP*v, -HP, 7 5/, *fcf*&*ft1 ~3(D7;U* 
JU7S/£*U R 4 fi*** t KO+k K*«1 ~30>7Jb=i*v, 
15 ;k ~5<&7>k*/'Ok /\P^>£*U X(iM^^f-l*M* 

St. 7<7l A*. h'J7;i,to>f;k «>7/, t Kp+v> 

1 ~3(D7;U34-v*^-;k ftjftBti ~3<D7;Mr;u*;M?-/k7S A & 

ff§H&1 ~5 0>7;U:3*v, -HP, 72/ , £fc(;m*& 1 ~ 3 <D7;U*^7 5 

20 / } -e^ti-s-r y*/ u >B#fc*fci**<D*3^Wfc8*«*i**£ 

2. HttStCDfcfc^T, R 1 ***** >^;k x^Jk ^PT'P^f 
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